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&m, mm. mm, mmT&, ±m&n, mm, /wh) . #§t Tm&, w. 



i, nm, stm. &mm, mm, mot, #ft sw, j»» 8 

<tm m. *m>, >m) . Mm. >bm. mm, mm. wtm, m&m. 
5 m%. $m. ^n. f\ n& ^rc\mm^ommhh<\t 

^:(D^n (ffl. MEL.MK CTLL-2, HT-2, WEHI-3, HL-60, JOSK-L K562, ML-1, 
MOLT-3, MOLT-4, MOLT-10, CCRF-CEM, TALL-K JurkaU CCRT-HSB-2, KE-37, SKW-3, 
HUT-78, HUT-102, H9, U937, THP-L HEL, JK-1, CMK, KO-812* MEG-01&<*f) \Z 

15 ^lt«> ±iB©75yi?ia^j©ft!i, (i) mnm^ lTi&znzr^/mmm 

fck Hi) 075/K#K&bfc75/MEaU (ii) SB^Jf^f : lTf^n* 
75./»IBaiK:i~5fi (§?£L<tel~3i@, $ e»(C»^b< « 1 ~ 2fi, £ 
D£F£L<«, lfi) ©75/^#JDbfc7=ymiB^L (i i i) BB?>J## : 1 

~2fl, <fcD$?£b<te, lffl) ©75/m^A$nfe75/mBfl^ (iv)BH 
lT«$tl^)7Syi?@B^J4 J ©l~5® (£?£L<tel~3flik 

Kf$L<ttl~2E £D0?3:L<te, Hi) <D7 S. S Wlim<D7 $ S W?vm& 
£ftfc75/mgB?iJ> (v) ±IB(i)Miv)£m^&fc>1tfc75/mSWcC£^& 
25 tf£ft£o 
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♦ 

nnMzmnvm&tte. ^n^ommmm^z m: ^mit^mz, tut 

Gastroenterology, 5#,43-45H, 1945^tClB«©^*^:tt^-nfctpDfe^> 
10 t LTtt, IE?>J#^ : 2 , @3^J#^ : 7 , lE^JM : 8 , @2?J#^ : 9 , 

mmm^ 1 o , e#i## : il m&m^ : 12, mnm^ : 2 1 , @a?ij#^ : 

2 4 , @3^>J#-^ : 2 5 , @B^>J#^ : 30, SB^>J#^ : 31, m&m^ : 3 6 , IB 
^1J#-^ : 3 7 , @a«^- : 4 0 , gB?!l#^ : 4 1 , ffi^J#^ : 4 2 > E#l#*t : 

4 3 , MPmn :44, ffi^J#^ : 45, @H^iJ#^ : 4 6 , E?"J#f| : 4 7, SB 
15 *!!#■(§■ : 4 8 , ffi^J#-^ : 4 9 , BB?>J#-Sf : 50, BB^J*-^ : 51, E*J#J§ : 

5 2, @B^>J#^ : 5 3, E#l#*t : 5 4, @B^J#^ : 5 5, @2»-^ : 56, E 

mm^ : 5 7 , E#i#*t : 5 8 £&&e?>j## : 7 1 T^£fi£7$ /$E?y& 

#S8 BJ O # U 1 7°^ H ©JtrftFi <h b T 00 *.fcJ, E*J#3 : 1 T3E fc> $ tl * 
20 7$/iffi^J£*T£tf U^v/^F, BB3Wt: 2*T?^Sn*75yKffi^JSW 

H, E*>J#^f: 7Tg£ft£75/f?E^#t-&tfU^:/3 : -h\ SJIW: 8 
TS$n^75 7^IB^J&W-r^#U^^K, E#l#*t: 9 7^2*1375 7 

25 ^U^y^F, E9>J#-% : 1 lTg$n£75/ItiB^J£#1-&^U^:/^h\ 

Eai#*t: 1 2T^$n^75ymia^j^-r3*u^y5 i H, 24 

Tg£tt375/MIB^#T3#U^:/^K, BS^Wt: 2 5T^$n§75 
^SttS^'J^fF, E3W§: 3 0T?£2n*7$ /KEfll&W-f 
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3 6T^£n§75 7I?g2?J£#TStf U^7>b\ S3JIJ#^ : 3 7 

5 m^m^ : 4 3 7 $ / £wt u h ^ mvmn : 4 4 
/iPMt^^u^^H, iE3Wt: 4 6T^$n^>7$ymE^j^-r 

gB»^ : 4 8Tg$n^>75ymE^J^W-r^# , J^7'5 1 h\ IB^J#^ : 4 9 
10 T'S$n^75yM^J^Wr^# , J^7°^h\ @2^J#^: 5 0T^$tlS7S 

3#U^7^h\823W§: 5 2T«n37i=/i^m#T&^U^7^b\ 
@B?iJ#-t : 5 3TS$n^75/^E^J^WT^^U^7°5 1 h\ S2^J#^ : 5 4 
T^£n£7S/^i2^J£^t&^'J^:/^K> IB^JII^-: 5 5T*£n<§>75 

i5 ymE^j^r^^u^^H, m^m^: 5 6-es$n^75y^sa^j^wr 

* 

&£tf@23Wt: 5 8T^£ft37S/KIB^J£W-r&#U^:/^h\ @3^J# 
7 lT^^n§75/m@B^J^W-r?>^ , J^7 o ^HYcJ:£0*^BJ©^U^7 o 

20 Sfc, #%BJ5©tf U ^7"5P H *38!80# U ^75f H ©itffggft^ U ^7°^ K 

fr§^u^7°^K^stfe>ns. 
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tun ±u<D7 $ ; wtrnmofo, (\)mmm%: 6 r&zn&r 

*©1~1 5<1 ($?£L<«1~1 om. ££>fc£?£L<tel~5{i, &K>$f£. 

(iii) @B?Wt: 6T^£n&7i= /mgE^Jfc: 1 ~ 1 5® (^L<«1~10 
l@, £S>£$?£U<«1~5<1, ^O^ftlXfcL l~3fl) ©75 A 
^n^75/m@B^ (iv) SE^iJ#^ : 6T*%:2tl2>75. /IPWO 1 ~ 1 5 

10 075yKd*«&O75y»TSSI$nfc75yKiB5>J, (v) ±IE(i)~(iv) 

SB J|J## : 6 $ ft 5 7 5 J £ ft fc Ifl— © 7 5 J ©^#09 
t ITU W&m^ : 2 0, @2^J#^ : 2 3, @B^<J#^ : 2 9 SfcttE 

mm^i 3 5T?*$n*75/»E^^»jf&n*. 

15 ±mmmfc-tf U ^ ^ F©*#0>J£ UTteU fll&tf, IB^iJS^ : 6 -est) £ ft 

«7$yKii^i*wr*Ji5u^5 L H» sa^n^t: 2 0T^£ft&75/iffi?ij 

AftWfcfik (1) GPR8 (S3#l#-*t: 7 3 ; Genomics, 28#, 84-91H, 1995 

m ztcumpm^: 7 3x^n^7^/mmnt^nmzm-(D7^/mM 

5H^*rrSSe»> (2) 7? MGR26 (SE^Wf : 7 5 ; WO 02/44368^&«) 
£fcte@B2Wt: 7 5T^$n-57^y^EJ'Ji:ll- 5 bL<^®W^IW|-©7 
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ft 

SSWtmm&tttZg&fa (3) v£*TGR26 (|B3W§: 7 7 ; WO 02/44368 

m-<D75. J mmmZtt? (4) GPR7 (i3#!#^t : 7 9 ; Genomics. 
2m. 84-91JIL 1995¥) ££tel2?ij#-5t : 7 9TS£n£75 mWMtm~ 

m&mrzm&n cot, cne>^*^aj<D^#: < J:^'r^*^a&^) «, k 

ky$>, omig (M*fc?, HUKM& ffBMfi. ME, Wm 

15 & ±&«, SHUTm* whs, »n, 
&sgm (m> ^D7 7-^, tubus* Bmm. j-^^yjury-mm. mm 

&> ttttHMig. ««, wmmhVKtmnfflM. ^.rc\tz.n^>m 
rat* tojh, M© 5, #ft aw, mm, m, mim w, 

±m. /N») , jMJ, ifrtfU fl$JU, l*K, WT«L m, 00m, 

25 (011, MEL, MK CTLL-2, HT-2, WEHI-3, HL-60, J0SK-1, K562, ML-1, MOLT-3, 
MOLT-4, MOLT-10, CCRF-CEM, TALL-1, Jurkat, CCRT-HSB-2, KE-37, SKW-3, HUT-78, 
HUT-102, H9, U937, THP-K HEL, JK-1, CMK, KO-812, MEG-01fc£) 

m&mn-. 7 3T°&t>zn%7$;wtmM£MWtoizm-~<D7s.swtm&\ti, 
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7 5T*3n*75yRffi3*J££SI»K:l^-©75/»E^J£bT 

IB^J#^: 7 7T-^£n37$/MI2^J£IIKl$K:l^-©75/^K^J<hbT 
tt> fllfctf, iB3Wf: 7 7T^£ft&75/l!K?>J£8 6%£U, £?£b<« 

Ttt, ffi7>J#*t: 7 9T«t>$n*75yKffi^Jt#9 7 0XK±, » L *b<tti» 
8 0%UUi, *D»*b<tt»9 0SK«±©ffll^Itt&Wr*7-5/*E?lfe£** 
15 &tf£>*l3o 

E^iJ#-^ : 73, @B^iJ#^ : 75, ffi?»J#*§- : 7 7 £fctefi?!l#*t : 7 9"I?i 

£ n§ 7 5 y mm tmn w £ © 7 5 y m@H^j £^<rr§ s e s <t b x 

0iJAfc£, @3^J#^ : 7 3, @E?iJ#^ : 7 6, : 7 7 £fc«@B?iJ#-*t : 7 

9T*^£ft575/&iB^J£HSt69fc:|i|— ©7$y$S2?«J : &^*U BB?>J#^ : 
20 7 3, mmm^ : 7 6 , BH^J#^ : 7 7 £fcttI5?>J#*l : 7 9 T^£n375 7 

»BB5>j*^r-rssastnswfc:^H©flHt&wi"*seR^:^ff*uv^ 

E^J#-^ : 7 3 > @3?iJ#-5§ : 75, @B?iJ#^ : 7 7 ^fc«MB^>J#^ : 7 9TS 

7 3, : 7 5, SB^iJ#-t : 7 7 *fcfcttB#l#^ : 7 9T-^$ft375y 

25 »E#I+©1~1 5fl (#?£b<tel~l Oil, $&l:^b<ttl~5i> ct 

D#?£b<«, i~3ii) <D7$;wt&x£\sit7$;fmm> (iDE^JtM*: 

7 3, E*Wt : 7 5, ffi^ : 7 7 £fc«SE5Wt : 7 9Tg$n§75 7 
KE#lfcl~l 5fi (£?£b<ftl~l Offi, £5fc#*b<ttl~5<B» ckD 
$?£b<te, l~3fl) CO 7 5 J mtfttM b 7 5 7 ^IB^iJ , (iii)E#l##: 
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7 3, gS3Wt : 75, : 7 7 £fcte@33WI : 7 9T*£ft375 7 

^ra^l~l 5{@ <£?S;L<tel~l om. ££>K$?£L<&1~5^ £D 

»st<«, i~3fi) <D7s.ymmA2ntc7s.;m&pL av) gB#i#*t : 

7 3, @S?»J#^ : 75, ffi?>J#-t : 7 7 £fctel3?ij#^ : 7 9T:g|£tl&75 / 
5 MffiWOl-l 5® (£?£L<tel~l Offl, L<«1~5^ £ 

10 6«, iS^J#^ : 7 7 TS£tl£75 /mBE^^rtSlf @2»^ : 7 

9Tg$ti^75/^@B^j^^-r^nes^£^^e»n§o 

« 

£?£t<<tel 0 OTO±c075ymE^J^WT-5^^H^<i:W^tK (i) 

±fB7syM^J4 , ©i^fc«2TO± (»^t<«i~i o®m& £e>&c$y 

20 i;L<WM (l~5f@) ) <D7$;WttfX&L. 00 ±IB 7 $ J WiMPl \Z 1 
£fc&2TO± (^b<lil~2 0lgl, i;9»£L<tel~l 0®gg, 

$e>»^L<«M d~5«) ) <D7s.;mt)mmi>, (no ±ie 

25 WT&cfcK 

JM^J £ t/T«\ (a) @E?>J#^: 7 3Tg?2*l£7$ /m@E?>J4u l#i (Met) 
~123#@ (Phe) <D7^;MmMfrt>l2.Z>3fr7=L/mmmbls<\t :! t<D—^ 
301#@ (Asn) ~358#g (Lys) ©75 ym?j§^£>ft3^#75 /^ffi^JfcL 
<te^©-^ 548#g (Tyr) ~593#g (Arg) ©75 /^g|^£>&5g&#7 



WO 2004/080485 



20 



PCT/JP2004/003227 



5 /KB^IfcU <«■£©-»» 33<fctf843#B (Ala) ~895#g (He) ©75/ 

mmm-fr & % 7 5 / mmm t> t < «^ ©-» ^i^nsi^2 

EU:©gB#75/$B#l£^f (b) E^J#^ : 7 5ti$ 

n^S/KEflt. 1#B (Met) ~85#g (Asp) ©75/&gS^£fc3gB 
5 #7$/»E*l , bb<«*©--Sk $&«222#B (Cys) ~329#i (Ala) ©7 

z^v^S (-C00H) , *;^^r->l/-h(-C00-) , 75H (-C0NH 2 ) ^fcteXT. 

x;i/ (-coor) ©{5ftnf&-?Tt>£^o 

^rx-ixfjHi^^Rtitit mztes x^jk n-^otr;k 

15 ;K D^v/M£0C3.f>^ n7MM, 7x-JK a -^7 

H 7M;« t> L < a - ^- 7 f-^fc t'ca-w^-c ,_,7; 

(£fc«#;M^>i/-h) *;p#+^;p»*«7$ 

H'fb*fcttx^x;^^nTVi« , b©t>*58W©#U^7'9 L HK:^*ns. £© 



LA 
□ 



25 ©75/m^s /^x>^s) ©7$ mxu. 

& 7^)VM>1z£<DC l _ i 7 )Vt> J ^ )VUE<DC x . i 7>>)V&ts.E) T&8£tlT 
V> & t> ©> T^JKr £ nT£ETf S N*$8© 5 >g|g# fcT P 5 
>^{bbfcfe©, #^ft©75/K©fl!KI±©gifcS (09*.fcE-O& -SH, 75 7 
<i$yV-)l>£. ^7-5V*&# <0U* 
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5 wwfrgsnsK (#k «it %mm ^mm m, 7)v%v&mm uEt 
ts&tLT\t, mm*, mmwt u>st iwb**», wm t 

skm^<Dmm^Tc\mm^ s&*d©^ u f ©**§££& k £ o T»arr * 

■ 

15 K^fefc*PCTi!JiT*J:tt>T#5. fll&fcl WO 01/98494^^8, WO 

ittttnzors H#©-&^fctt, amTO©#u ^7*^ K'&i^ttje&fflVis 

WE 4- (2',4'-^h^>7x-^-hFP^5 1 JV) 7i/ 
^5^BH&, 4- (2 , ,4'-^b+y7x-Jl/-Fmoc7$yi5 : JP) 7x7 
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-f^HattT«, dcc, n, n* -$?<y:/DK;fc&;w?$M > $ n-x 

10 ^n^lCct^fett'ftidH^-feaW^M (09*.»& HOB t x HOOBt) 
B tlXfM^^ttHOOB tXXx;P£LT&&*>D&#Sl75/ft©ig 

fefczfttzitcmzmmizmMtz z\ 

#«75 /^©filtt^TOi: ©Steffi Vif,n§^tLT«, #U^^ 

x^jvfs. foxx x^aab s ;m e> awn v> *> ns. 

7$;&mmm$mfti. 5~4imM-cm^t>n%o x>tFu>Rjfc&m> 

£ t> mt z. t \z «k 0 £fr & 5 z t * § . TO£8£ 0 5§ b T 

5\Z?Z>Z.ktfT?tZ> 0 
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#;k#x;k ^vtf;k^;k**v#;k#x;k 4-^ b^^>^;P*+^;v 

#-;k Cl-Z, Br-Z, 7^T>3\H/:**i/;2j;ktfx;k HJ7;ktD7 
ir^^k 7^P-f;k *;i/5Jk 2-X hD7x-K^7x=;k y7i^ 

#;w**5/;wittu 7;wuxxx;wb *f-;k x^;k 

3Mk y^Dt^^k 2-7^>?-;i/fc£©ia»R» #tt#fcl/< «8HK7 

;Wkxxx;wt) , 75;Wkx*x;wt (^iH *>swx*5Mk 4- 

ns. x-^wbfcjgrrss^bT^ ^>^;k«, f h^tn 

20 ^□5»©7xy-;H47Km»©MS<i:LT«> Bz 1, Cl 2 - 

Bzk 2--bo^>yJk Br-Z. t - E V> & n& » 

-2, 3, 6 - h 'J ;K>f >XJV*^;k DNP. ;k 
Bum, Boc, Trt, Fmocftai^&tll>, 

4-, 5-hU^nD7i/-jk 2, 4-^bD7x;-;k ^TVjWKT 
A 9 ^xhD7xy-;k HONB, N-b HD^>X^y5 b\ N- 
kb'D^>7W$H, HOB t ) ^©X^^W fc&WBl>£n*. 
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75 /softttfcsftfc feodum, mx\z, #j&?z>v>wt7s. kjwbv>£ 

&®X©B££ (MM) *tiktVT\t, Pd-IS5WiPcl-^ 
0-4 OXXDMM'VfftSiton&lfi* mm\Z^XU. MZJiZ. 7-V-;K 7 

io x/-;k wzv-jk n?9W—)W i?*?-)\>z)i7 

4 h\ 1. 4-^>v^-;k l, 2-x*>^;t-;i'&£©£.5fc#^ 

;t>«|g#J©mina*f$ii?<bSo tx?>>>(D-i s.?v-)i&m&tLT 

15 -x#>v^f— ;k 1, 4-:?*>5>^:*-;U&£©#ftT©Kffi3K:J:SIB 

MJ ^7>^X7)^£{Cck-§)7;^UM(l 

S©M, SJ6fcM-^-r*'iril«©filtt'ft:^£tt^»©«*fctt^»l©¥g!:d^ 

20 

*388©#y "V/^F, §#*£fcte^©$#^:7°3 1 K©75 F#£#3giJ© 

t 

S^TM^Lfe^ &^75 1 K&0N*«©a-73 J /S©#Sg©*&|!fc^;fe: 

25 $ U H £ c*SB©*;w#+5/;ua6©ft«ia6©**l»*Lfc# U H 
^Sl6©^«lfcoViTfi±BB^TOT*S.»^K:«kO#&nfc««#U^^ 

K *fc * £ £ €r * . £ ©&# y f ttR» ©#8*M»¥ft b t*» 
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#^7^K©7S HfrSHSCt^tS. 

7^F©75 K#£l^8K:l/T\ ffiM©#y^7^h\ Sftfr^fctt-t©*^^ 

7^ h©ixtM^#5 iitms. 

#%BJ3©^l)^7^b\ S*fr*fctt-e©aJ^^Htt» ^©^7'^K© 

* 

h fc l < «7$ y »tsfefe»»t*«^*^ $as.mmmM*m~rz>m&\$& 

15 JS«I©WilTH fclAfck «T© (a) ~ (e) fc|B*$nfc#i*J&* 

(a) M. Bodanszky &=klK M.A. Ondetti, H • z/>±i/X (Peptide 
Synthesis), Interscience Publ ishers, New York (1966^) 

(b) Schroeder3oJ;££Luebke, if • ^75^F (The Peptide), Academic Press, New 
20 York (196530 

(1977*P) 

(e) %:mm*m.m, mmmaom^ mum. ^7^h^ mmmm 
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/ADNA, yyADNA7^^7'J-, MfBLfcM • lifi*® c DN A, 
WE b'fc«BIS • m^ft c D N A y-i 7 5 U N A Wfm? «k 

10 total RNA^fc«mRNAH^*PMbfet>(D^fflViTESReverse 

Transcriptase Polymerase Chain Reaction (^T, RT-PCR^^tSS^T^) fccfc 

*^0J©#U^^h^3-FT^DNA^LT«, M;Lfc£ (a) IE3Wt : 
3 , SB^J#-^ : 4 , E^iJ#^ : 13, ia^J#^ : 14, WMm^ : 15, IB^J# 
15 # : 1 6 , : 17, @B^J#^ : 18, BB8I## : 2 6 , ffi^JS^- :27, 

@B^iJ#^ :32, ga^>J#^ : 3 3 , gB^J#^ : 38, @H^J#^ : 3 9 , BH^J#^ : 

5 9 , @2?>J## : 6 0 , E^J#-t : 6 1 , @3?"J#^ : 6 2 , E2&J## : 6 3 , @2 

: 6 4, : 6 5, @B?»J#*t : 6 6, W&m^ : 6 7, @B?!l#^ : 

6 8 , @S^iJ#^ : 6 9 , gB?'J#-5t : 7 0 £7c«@E?iJ#-^ : 7 2 X^t>^tl^& 

20 sam^rr&DNA, ao @3^j#-% : 3, m>mn 4, mmm^ : 1 3, 

@3?|J#^ : 14, @H^J#-^ : 1 5 , g2#l#-5§ : 1 6 , ffi&m^ : 1 7 , @S^>J#^ : 
1 8 , BB#I## : 2 6 , E#l#*l : 2 7 , @3^J#^ : 3 2 , : 3 3 , S3 

: 3 8 , gE?>J## : 3 9 , E^J#^ : 59, B3?!l#-*t : 6 0 , S3^J#^ : 
6 1, SB^J#-^ : 6 2, gB^J#-?t : 6 3, @E^J#-^ : 6 4, S3»^ : 6 5, IS 
25 ?>J#*t : 6 6 , E#l#^ : 6 7 , @B^J#^ : 68, @B^J#^ : 6 9 , SB^JS^ : 

©fltttS^rrs^U^^H&^-HTSDNA, (c) E#l##: 5, E?>J# 
t: 19, E^iJ#^ : 2 2, @33Wt : 2 8 $fc«E3Wt : 3 4T?*fc>SftS 
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aa£Eaifc££T*DNA» (d) E#J#^: 5, : 19, SB^J 

## : 2 2, 8B?iJ#^ : 2 8 £7cteSB?iJ#^ : 3 4T*b£ttSifi«SB?!lfc/Vf 

5 (i) S3*Wt : 3, Unm^ : 4, E^J#"t : 1 3> g3^J#^ : 14, S5^J 
#^ : 15, @23Wt : 1 6, SBWt : 1 7, E^J#^ : 1 8, : 2 

6 , BS»^ : 2 7, g2?ij#-5t : 3 2 , @B?>J#^ : 3 3 , IE»^t : 3 8 , @B^iJ 
: 3 9, 1B^J#^ : 5 9 , @B^iJ#^ : 6 0 , @B^J#-^ : 6 1 , gB^J#^t : 6 
2 , mmm^ : 6 3 , gE»^ : 64, gfi?ij#-5t : 6 5 , BB*iJ#i§- : 6 6 , SS^J 
10 : 6 7 , @S^J#^ : 6 8 , gB^J#-^ : 6 9 , 63?>J#^ : 7 0 £fcttE?!l## : 

7 2x*i%t>zft%mMmn. uo mnmn-. 5, m&m%: 19, mm 
m^: 22, mmmn 2 8 : 3 iv^tD-ztizmMmmtM 

*H?n (i) E?!l## : 3, E*l#^ : 4, E#l## : 1 3, K?>J## : 1 4, 
15 mmm^ : l 5, Efll## : l 6, E?J#^ : 1 7, E?»J#-*§- : 1 8, E8I## : 
2 6 , @B^«J#^ : 2 7 , @B^J#^ : 3 2 , fi*|*9 : 3 3 , E#l## : 3 8 , E 
: 3 9 , @B^J#-^ : 5 9 , : 60, E#l## : 6 1 , @B^iJ#^ : 

6 2, @33Wt : 6 3, 823Wt : 6 4, E^J^t : 6 5, @3^J## : 6 6, E 
: 6 7 , E^JH^f : 6 8 , E»-*f : 69, E?»J#^ : 7 0 £7t«E?>J# 
20 # : 7 2T-SE£*lS&*8B?iJ, (ii) E*l## : 5, E?"J#^ : 1 9, SB 

: 2 2, @B^iJ#^ : 2 8 £fcteE?>J3l-^ : 3 4X-i£t>-£nZ>i&Mmi£® 

£ b < mi 9 5 ^^offi^tts^r-rsifiSE^J&^-r sd n a& ^ 

Molecular Cloning 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press, 

1989) \zmmo^mfc£\z&-?i:'f7-&ozttfx^z>o y^u 
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/HXMJ>yi>h^#tit ^HJ£A*£#*SJ1 9~40m 

M, EFSKttfcJl 9-2 OmMT, W&1fi%lS 0-7 0*C, £?£L<tt&J6 0 

(ii) iE3Wt: 2T»^n^7S/mE^J^W-r^#U^7°5 1 H^n-K 
10 T5DNAd:l/TH EaHMh 4^b£n5&»BB?iJ&^£-f 3DNA&.J: 

(iii) S33Wt : 7 T?*h3tt*7$ /^SB^J^WTS^U ^7°^ F 

15 (iv) @e?ij#-5§: 8T^t>$n§T^yi!E^j^wr^)^u^^H<&n~K 

TSDNAtl/TIt @B3Wt: 1 4^b$n5&*BB?lJ£^rr5DNAfc 

(v) @E?>J#-st : 9 T^fo £ fl* 7 5 y Iffi^J WT & 4? U 177 H & n - KT 
§DNAtlT(l S33W§: 1 5T^t>£ft5iI*K^J£^IT3DNA&<»: 

20 £W>£tU 

(vi) 1 0T^b£ft375/^B^J£^1-£^U^:/^F£3- 
KtSDNAttm SB3Wt: 1 6Tgt>$n5^SE^J^^rT^>DNA 

(vii) mm&: i i^t>zn%7^;mmm*^-?z>i$vi~77V*n- 

25 Ht^DNAtUTH E^>J#^: 1 7 T»£n£&aiB^J£"^rr3DN A 

(viii) SB^J#^: 1 2 T?mt>1snz>75. SWti6BM&&rr&#Vl77 K£3 
-FtSDNA^l/Ttt, E#l##: 1 8Tigfc>£ft3:&XIB^J£*^rr?>DN 

Afc£#/Bv>&n, 
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HtSDNAtl/Ttt, m&mn: 2 6T?£fc>$*l**ft36E?lJ££W?**DNA 

(x) mm^ : 2 5T?%t>ZnZ7 ;mmm*tt'?z>t^)'i J 7?} t $:n-\i 

(xi) @E?!I#^: 3 OT^$n575y^iB^J^Wr53j?U^y^K*3i- 
10 (xii) 3 lTSfc$nS75/ffiE9«J^^rT5#U^^H&3- 

(xiii) E*l##: 3 6r&t>2nz>7$/Wtmm&ttt&tfV'l7 : ?\'&3 

15 Afc&Wl^&tL 

(xiv) I2^J#-^ : 3 7T^t>$tl575ymiB^J^Wr5^U^7'9 1 K^3- 
HtSDNAtbm SB#l#*f : 3 9 T'^^tl^Mfi^J^ttliDNA 

(xv) BB3»J#J»: 4 0T£fr£ttS75/i&ffi^*$WT*#U^:7>F&3- 
20 FtSDNAtbtll @S^J#-^: 3T^frSft££SE#l&^rr*DNAfc 

(xvi) S2^iJ#-t : 4 lT*^t>$tl§75 7®IB2?iJ^W-r5#U^7 , ^KS:n- 
Kf5DNA£LT», @B3Wt: 5 9*tf^h£ftSig£E?>J£'&W-r5DNA 

25 (xvii) gB^J#^: 4 2Tm>£n375/^@2^J£^WT£$U^7'5 i F£:3 
-HtSDNAtLTB, : 6 0 tSt) $ n^Iffl^J ^^tt § D N 

Afc£aw>e>n> 

(xviii) E#l## : 4 3 T^b$n37$ y^E?V£^f T£#U "<7> K£3 
-KTSDNAtbTtt, E#l#*t: 6 1 T*6$tlS^Sffi^J^^f 5DN 
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(x i x) E?J#^ : 4 4 £ *13 7 i= / mE^J £^Tt 5 ^ U K £ 3 - 
KT£DNA<hbT«> BB2Wt: 6 2T«t>$n§^S@35>J^Wr5DNA 

5 (xx) BE?<J#-t: 4 5T£fcSn*7$y'»E*J££W?*S#U<7? : -K&:3- 

(xxi) : 4 e-rgfcsn^y^yRE^JS^r-rs^u^^HS^- 
io fc^jwai^sn* 

(xxii) SE»^: 4 7T?^to3ttS75 >>Kffi£J£^T5#y ^^FSa 

(xxiii) E?>J#^: 4 8TSt»$n^75 /KEaiS^TStfU^T^FSri 
15 -KTSDNAtl/TWu E3Wt: 2 6T^fcSn5iiSfi5(l*'&*'"rSDN 

(xxiv) E#l#9: 4 9T?*t>$n*75y»E?0^Wr*#U^5 1 H*3 
-Hf SDNAtttil E?»J#ff : 3 2 T^bStlSifigEaifc'&^rrSDN 

Afc£#/Bv>e>n> 

20 (xxv)E?>J#*: 5 0 7?to$nS7 5 y«IB?!l S-grff-rs^U^^ 

FTSDNAtLTfcJU S3^J#-^: ST^bSn^&SE^Jfc^WTSDNAfc 

(xxvi) E3Wt: 5 lT?«to$n*75/SK9>l* < & 3 fri**#U^5 1 H&3 

25 fe^fflW^n, 

(xxvii) 63^iJ#-^: 5 2T£fr3ft*7S/&E^£^*TS#U'V/^K£:3 

(xxviii) S&Wf : 5 3T^fc>£tl37S ./MEW #U h*£ 
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(xxix) S2^J#-^: 5 4T§fc>£ftS75 /i^J£^#T§tf U Fft3 
-FTSDNAtbT^ IB5>J##: 6 8 TSfcSnSJfigE^tfc'&WTSDN 

(xxx) @2^J#^ : 5 5 T^bS tl& 75/ ^BB^iJ ft^^TT S # U F ft 3 - 
H-TSDNAtbTtt, @B3Wt: 6 9 T*fc)Sn5lfiSIB5dft^Wr*DN A 

(xxxi) SB^J#-^: 2 lT»$n-575ym@B^Jft^-Wr§#U^-7°^F^n 
10 — Kt§DNAil/T(l I23Wt: 7 OTSteSnS^E^ft^WrSDN 

A75:£^Vie>n, 

(xxxii) m?mn: 5 6T*t»$n^75/m@B^Jft^Wr^#U^7^Fftn 

Afc^jwav^n* 

15 (xxxiii) BB3Wt : 5 7 T^fo £ tlS 7 5 / MSfi^J ft^TT £ # U ^ 7°^ F 5: 
3- Ft" SDNAibTtt, SB^iJ##: 3 T*^fc>£n<£>&SgB?!lft^rf &DN 

Afc£#/av>&*u 

(xxxiv) IE3Wt: 5 8T*^:b£ft£75 /&E^^#T3$U^:/^Fft3 
20 At3i£ifim*e>tu 

(xxxv) E^J#^-: 7 lTf^fcSftSTS/^^ft^WrstfU^^Ffts 

• Afc£#/flV>&n*. 

*36*OS«#*3- HtSDNAt l/Ttt, flAfo (1) SH^J#^- : 7 4 

25 *e*£n**fi£B3*Jft'&WT'6DNA, *&fc«E?a#^: 7 4Tgt»$n^>m* 

?>®eMft3-F1-^DNA> (2) E^J#^: 7 6T?££nSJft*iB?lJft'£W 
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5 /K&'&wtssaHt^RWicTOostts^rf *se»*3- k-tsd 



NA, (3) SBJiJ#^: 7 8 rmZftZMMMnZttTZDN A, £fc 

SI3?<J£/WX h U >yi>hWTT/W XU ^ X1"5*£gE?"J£WU 

10 F1"3DN A&^T&ft&faft©*)©^.^ 

fo^tlSMSE^J t /W X h U >yi > hfc£#TT?/vf XU X-f Xt§5D 
NAtltit fllfcfck ^-WniB»^ : 7 4, E?»J#£ : 76, SB?iJ#^ 
7 8SfcttS?»J##: 8 0T?^fc>3nSlfi£K£l£#a7 0%J£U, 
15 8 0%£A±, J;D$?£L<te^9 0%J£A±, S5fcjffSL<tt»9 5!«a±Offi 

^1^=^3.7 — %U— ZLytf (Molecular Cloning) 2nd (J. Sambrook el al., 
Cold Spring Harbor Lab. Press, 1989) \zUWLOl5W£ E\Z'&'oT'i = xUo Z. £ 

t 

M, 1ff$iV<\$®l 9~2 OmMT, UM&ffiS 0~7 0*C, ff*b<tt»6 0 
25 ~ 6 5 *C©^#^-r. ^" h U 1 9 mM«#|{) 6 5 r© 

■J;DJUM9fctt, E2Wt: 7 3^fc>£tt&75 yBtE^J&^faSaR 
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7 7T*fc>$n37$y8ftE^££WT*8BR*3-F*r*DNA£ 
LT«> 1?JS^ : 7 8Tgfr$n*ifi£E*J£^rf"*DNA* SB^JH-^ : 7 
9T*fc$nS75ySiB5«l*-&W1" ; 6Sa©<£3-H1"*DNAi:LTtt;S 
5 8 0T^$la§^»SB>?iJ^Wf5DNA^^ffl^e>nS. 

5!>0TfeoTt)J;K ^rVADNA, $V ADNA7-T >^ U— , HulB 

LfcM • MS*© c D N A, BuHBbfctt • I&3SSS*© cDNA^^'J 

10 — , -B-fiKDN A©Vv$"tn?fe«fcV*. 

*9&m<D&&fc<0&ft'*7?'\ t &3— K1~£DNA<hl/T«> (1) 
B3Wt: 7 4T^t>$tl^m»ffi^J^ ; t1-^)DNA©g|5^SBa^J^-r§D 

na, £&»s#i#*t : 7 4T»$n^a@a^jt;wx N »J >5>x> 

SB#£SE#I £ WfS DNA, ( 2 ) E^"J#^ : 7 6 7?«t> $ tl5±t*@B?iJ £W 
•TSDNA©a5^^S^JSW-rSDNA, *fc«E#l#^: 7 6T&b3ftS 

20 swrs®eR*3-K*r*DNA©a5^^B^j*^rrsDNA, < 3 > aa^u 

7 8l:^t)$n^Sffi^J«-r^DNA©^±g*@H^J^W1*§DNA, 
£7ctegB?<J#^ : 7 7 ^t>$n^*ffi^Jt /VT 7s h U >^x>b»Tt 

-r*ae»t*R»fcraH©flH4*#i"*seR*3-H-r*DNA©iB^iti[ 

25 WJ^t§DNA> (4) ffi^JS^ : 8 0 -eSb$n§^S@3^J^*T^D 
NA©flMiMft£E?y&W*fSDNA, S WJS^ : 8 0 TfSfrSttSifi&E 

?ij£/vf x h u >?i>hft*ttreM ?u ^-r xi- *tty£E?iJ**ru B£l 

®aft&3-H-rSDNA©«^k3SBB?!!&W'r*DNA^£*Sffl^5ns. 
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m^m^ : 74, E?"J#*t : 76, gE?>J#^ : 7 8 £fcteffi2Wf :8 0fi 

@E3Wf : 7 3T°i£2nZ>7^;Mffim*P, 1#1 (Met) ~43#@ (Phe) , 
101#g (Asn) ~118#g (Lys) , 188#g (Tyr) ~213#i (Arg) ££^283 
#g (Ala) ~295#g (lie) T^£tl£g&#y 5 /^ffi^^S^nS 1 * 

10 &Wr*DNAS^*r-5DNA, £fcttcn&£A'f * MJ >5?x> hft&ff 1 
TTA-f 7 U #4 Xt%W£8&\ £#T § D N A * DNAi^ Vf 

*»^©#U h\ Hf^DN Ate, 

^H^&=i— HT*DNA©^a-n>^*«t^56S©SiWK:^^Ttt> £*i 
20 5#U^5 i H***K:*5BW©#U^^l<i:ISK"r &5££Kl 

^SE^JSWt* -S^&fiKD N A - £ J8 ^T&ftl© PCRftiao T^S 

T3to\ Sfcttjga^^^-fcffl^a^DNA&^WO^U^^K©— 

25 fc© £ © A-f y U ^-f if- =S 3 >fc ct -3 TUgiJ-f 3 ZLtlfi'Cg&oM?*)? 
--fif— ~>3 >©Mte\ Molecular Cloning 2nd (J. Sambrook et al., 

Cold Spring Harbor Lab. Press, 1989) fcffiffcO^ft&^fcftoTfx&S E£ 



WO 2004/080485 PCT/JP2004/003227 

35 

DNA©ISi?iJ©fi«, &$D©3PvK Mutan ra -super Express Km 

&jg& (*) ) , Mutan™-K (^ffiii (ft) ) SSffl^T* ODA-LA PCRfe, Gapped 

dup i ex&, Kunke i mm <d&® & & * n i**ti & khp d * #s icft ^ xfxfc 3 

£fc3 ' ^SflJfcttSSRi&lhn F>tLT©TAA, TGAJfcttTAG^tl 

10 7^-$I^TW§utt)Tf5o 

♦JgWO^U^^KORSE^^^-tt* 0j;Lfcf» (<f). *^©^U^y^ 
F*3-Ft"*DNA)&>e>BWfc1"*DNAWfr£«DttJU (□) iDNAi 

15 ^**-£LTfcJU Mi*©^7X5 F m, PBR322, pBR32 
5, pUC 1 2, pUC 1 3) , ^1**0^7X5 b* (#J. pUB 110, 
pTP 5, pC 1 9 4) , K (#l> PSH1 9, pSH15), 

ri*r3.U?^)V7,tzE<J)W}%lV'()\'7sUE<Dm. pAl-11, pXTL pR 
20 c/CMV, pRc/RSV, pcDNAI/NeoftaW^n^ 

££LTfflV>5i§'&te> SRa^Dt-^- SV4 0^D=E-^- HIV- 

« 

25 frf£tl3o 

Z.n*><05%> CMV (1M h*#P>7-r;i/;0 ^Dt-^-. SRa^nt 
p^Dt-^- lac7D^- recAyot-^ APLr/n^- 
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SPOl^DM-, SPC^^D^-^-, penP^D^ 
-a^f±*«»St*5«^tt, PHO 5 ^Pt-^- PGK^DM-, 

■S#&fciu #y\K»J P 1 Ol/D^-^-fcaWfajLV*. 

5 3B8K#*-fctt» eutopic. Brafc«k&x>A>U— , X^-»^> 

V4 0 o r i tWfotZ>M&1fi$>Z>) ^i'^f IWSfeO^fflt^ilt^ 
£3o aft^-rt-tLTWu flIAfck 5?kHDSIKJg7c»3R (tTF, dhf r 
bWFt Jte^F WVhW-h (MTX) Itffi , T>tT-> 
10 U >»ttil£^ (J^T, Amp r t*|jrr*»&3fi«**) > ^*^'»Wtt* 
^ (ETF, Ne o r tftlSJ-r**^**, G4 18ffitt) ^*tf&n5. 

@B^>J, OmpA • ^:J-;WEai&£#*» i±^;tf;WIlTi&5i#(i a -7 

MF a ->^;l/S5^iJ, SUC 2 • 5/^;MB8lfc£» tesWKHfcli 
H ® £ "5 UT^H$ tlfc*%BJ U ^5=- H ft □ - * D N A 

■ 

X~>x U h7JiM©A#:^J <h bT«, 09* f& x~>x >J fc7 • n y (Escherichia 
coli) K12 • DH 1 [Proc. Natl. Acad. Sci. USA, 60#, 160(1968)] , J 
Ml 0 3 [Nucleic Acids Research, 9#, 309(1981)), JA221 [Journal of 
Molecular Biology, 120#, 517(1978)) , HB 1 0 1 [Journal of Molecular 
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Biology, 41#, 459(1969)) , C6 0 0 [Genetics, 39#, 440(1954)) fcEtf 

/W^JSMtbTtt, mX\t, n^)VX • V^JVT. (Bacillus subtilis) 
M I 1 1 4 [Gene, 24#, 255(1983)) , 2 0 7 - 2 1 (Journal of Biochemistry, 
5 95#, 87(1984)) &£jWBV*&ft*. 

HS<hLT&> -tr^^DT-r-feX tl/fc'yl (Saccharomyces 

cerevisiae) AH 2 2, AH 2 2 R~, NA8 7-11A, DKD-5D, 2 0 
B— 12, v'yty^JDT^t^ 4?>^ (Schizosaccharomyces pombe) NC 
YC19 13, NCYC2 0 3 6, tf+T A°XhUX (Pichia pastoris) K 

io M7 lteEtitm^Ztiz* 

3fc$c / fbi|fflfl& (Spodoptera frugiperda cell ; S f MM) . Trichoplusia niCD^ 1 
|§A$<Z)MGlttlR Trichoplusia ni©5PS*OHigh Five™M& Mamestra 
brassicaeS*0i|ffliiaSfc«Estignienaacreaft*(DSai§^:^ffl^f)tl^o »M 
15 K^BmNPV©S^H (BombyxmoriNM; BmNW 

fc£#JBV>S>n5. feS f M£l/Tfct S f 911 (ATCC CRL1711) » 

S f 2 IBM (U±. In Vivo, 13, 213-217,(1977)) ft£tfffiV» S>n$. 

(Nature) , 315#, 592(1985)) . 

20 mmmmtvxit. m*.\& i*-;Mwiacos-7, vero, ^w^-xaa**- 

WCH0 (£TF, CH0M<hB&fS) , AMri&fcTX^*^ --X/\&7.?-MM 
CH0 (OT, CH0(dhfr)fB]ia£«r1B) , ^*Ufc ^XAtT-20, 
P-^IBIJia, 7yhGH3, fc hFUi«£/OW*e>ft&. 

« 

X*>xU k7JSW&JBR<EJfc1"*K:fck 0J*.tf, Proc. Natl. Acad. Sci. USA, 
25 69^, 2110(1972) -^Gene, 17#, 107(1 982) ^^fc|3«©^^fcTff &5 Z. 

/ WVXH^f SfeUt § t:fi, fd^J^Molecular & General Genetics, 168 
m, 111 (l979)&££f3ifc©#&£t£oTfT&'5 CisPTSS. 
SfcS&JBSfeifrrSfcKk Wtf£» Methods in Bnzymology, I94g, 
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182-187(1991). Proc. Natl. Acad. Sci. USA, 75#, 1929(1 978) &£fcfB«© 
■fife iZtiti TftfS. "5 H ttf-VZ 5> „ 

S£»l&*fcttS&*JBKteifrr*fcfck #I;U^ Bio/Technology, 6, 
47-55 (1988) feftClBftO^felC^o Tff 3ft 5 

h3-;i/. 263-267(1995) (^Mftfgfr) > Virology, 52#, 456(1973) KB*© 
■fife Tfxfc 5 Z. t J&*T# 5 o 

xS/xUt7«Sl*«*-r*IR©»ttli:bTtt, ^3-*, 
20 y^^tyM 9^fifi (Journal of Experiments in Molecular Genetics, 431-433, 

Cold Spring Harbor Laboratory, New York 1972] tfgF$Lfr>. Hdfci^M^J: 

D7o*-*-£&*±<«5&v£afcfc|c, flfctf* 3/3— OPVfrTirVfr 

?g£/^X~>x U b 7SK©*£\ gfttttSftift 1 5 ~ 4 3 tTH) 3 ~ 2 4 ftlQ 

fgaErtV ^j^JIIOi^, 3 0-40 "CTr3$ 6-24 Pf 5a?T& 

(Burkholder)ft/JvM(Proc. Natl. Acad. Sci. USA, 77^,4505(1980)] 
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^0. 5%jj*f^Jfflt&^'tZ>SDl%l& CProc. Natl. Acad. Sci. USA, 81 
#, 5330(1984)] jfi$>\,f £tt5. m&<D pHM5~8 \ZM&? & <DJ)W £ Ll\ 
igmiMlgft) 2 0-35 'CT^J 24-7 2 BSRafr&l^ jfrglOS DTjim^>SI# 

Grace's Insect Medium (Nature, 195, 788(1962)) Izimfclsfc 1 0 
^CD^iPtl^ji^P^fetxD^^^fflV^n^. »pHtt!56. 2-6. 4 

-2 0%©JS&E^jfo?jt£^trMEMigife (Science, 122#, 501 (1952)) , DM 
EMJgife [Virology, 8#, 396(1959)3 , RPMI 1 640igi (The Journal 
of the American Medical Association 199#, 519(1967)) , 1 9 9J&f6 
(Proceeding of the Society for the Biological Medicine, 73#, 1(1950)) 
15 ft£^/8^e>ft3o pHte$6~8T&£©J^£LV> 0 ig*«»&3 0~4 
OrT^l 5-6 0BfP.flfT&V\ ^gl^DTlIW^ilO^S. 

*%BJ U ^ -J* H h & ^ Mli^ £> ft #1" 3 l£lt b T ig* 
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7)V^=.)vj^> p^-fry—z. ^D^f>*t- ^uas^y 

25 (a) ^y^P-^-;^#:^m©^M 

#£91 ©#U fijfti«i<»fc»bTiS:-#fc«k DttfrjS^ 
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<h5;l/X^-T>©^ [Nature, 256, 495 (1975)] K^H^TS £ <h^T*# 

So M-B-OSit^LTtt, 09&tf» #UX5=-l/>^Un-;P (PEG) 4>-te>^-f 

#ttillffltetUTtt> #J*Jf> NS-K P3UK SP2/0, AP-l&£©i&]!iLl&ft©# 

mmmm) §kt%mmm®&t<D&$iV^ikmti 1-20 : lgfira&D, peg 

(jffl;L<«PEG1000~PEG6000) #10~80*5gg©jBfin?*in£:i'U 20~40"C, 
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1~20%, ff^U<«10~20%©«Mt*^tJRPMI 1640igifi, l-lO^O^ 

(SFM-lOh a7K§ll£ («) ) &££/B^6Cl£an?#3o i&^fig 

io {cbTaa^T#^)o 

(b) ^y^P-^woasi 

(flU DEAE) iSSt'L^ irtlH^Sffi^?) 

-So 

1 (CftU $50. 1-2 0, b < 1 ~ 5 ©#J^T^ 
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fiftS) 2-6 1 gt^I 3 — 10 Efg&frfcfrftS. 

inikm ^©^ U # D-tMttOl^ll ±WE©^Mi4'©£ft#:ffi©il;££ 

15 *58W©#U^^H, §^#££&^©^#^7^F£ri-FT3DNA 

*ii©dnai:w^, &tt\t&ntfi\zmntotem£mntth* ^dna 

20 ©5B3i&$S(b#5ffrfl£WTS'fe© , T?fc*tfi» wrtl©7>9 1 -fe>XDNAT 

*58W©DNAlc^RWK:ffl*tW^:ifiXK^ia:tt, mfc£* *38«©DNAf: 

(T&fc^ #fgBJ©DNA©*B*itiQ ©±46»E^J*SVitt 

tlSo ^^©DNA©^^©^*^^ **W©#U^5 t H 
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#fgBJ3©7>^-fe>XDNA&, ^fc^Ltb^ntc®. ^#f£ftfciN 

» 

n-)lWtte£) iWvfbftZ. £"5L;fc*>©«, gtft©3'«l&*v>tt 

if £ it 3 £ tan? £5 3 » ■€•©$©££ UTti, WiM<D3'M&2>Wt5'M\Zft 
SWfcEBSft&^y^JBOST?, RN a s e&£©* 

£P8££n3t>©T«&^. 
7>^-fe>XDNA©|fi*fS&te> #3803©J&Ktetftft\ *58WOfe#rt^ 

&TF\z, (a) *^§g©^U^7 0 ^K> (b) #58i»©3g# (UHs -€-©£&# 

i 

K > (c) #589J©DNA» (d) #^Bj0ft#::fej;tJ? (e) *58 
25 M©7>5 1 -fe>XDNA^H©ffl^rat"5. 

( i ) *^§g©^ u Kawr^jg©™ • i&asu wm&mnsMtiffl 

*^BJ©#U^y^H^ *38W©££*fc ^^.«GPR8, GPR7, 5yhTGR26 
^fc«^^XTGR2675:^©MSm©ilffl»J«tt^ ; tb, *3B9J©£##©I*3 
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©DNA £RJ&# U ©^ U ^ T*?- F ^utl: 

iot, (o) mm\z^mmoDNA^mxL. ^^©^u^y^H^s^ 

7* 9- F £ &J&# Sttftt'CkoT, feig# fc & § *56 W © # 'J ^ 7° 
25 #58E©# U ^7°^ F £±fE©« • t L/Tffflt5i'ptl 'J>tZ < t 

31, xU*->;W$K ^^DrtT^l^fc^tbTigPWK:* »6V^4*t>b< 
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« $ ntz mm o m % &/b e, n § «t 5 t-r s t> © *r * & 
10 ftffl, 7,^7vym^?*i/v&<D&Dtmmnu yam, mt*fcttu-y*u 

20 -;p&£) > #U7;vn-;u wx\£s 7u¥uytfvn-)w Wx^-vy? 
U3-;vfc£) , 2H*>ttl?-ffifiH48J <0S*t& #U v;w<- h80™> hco-50 
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ttffiAW}® vvh. m^h, hU, fcy$?, 7 

-f^, U-;K fc£) KMLT&^-TSil^T^So 

5 *w%o# u h <D&j*m\$, m-^Mm. %t*)i~- v u e \z & 

U^/^K^O.l-lOOmg, $f^L<«^1.0~50mg, J; 92? £L< li*Sjl. 0 

10 t^T^o 

^7^F£»#K:$: J §-U m(Dfrmnm&. BA0 (basal acid output) , MAO 
(maximal acid output) fcEZIgmtV. £tU:D> WWM&MM 

m, +-faJSM, m&Utlti&* Zollinger-Ellison^3*ft£) » Hifc, j£8f£ 
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&-kM&. NUD (Non Ulcer Dyspepsia). , RMALTU>Am ^XrP'f H 

>j>ms£, iiitsi. SBH&i*i^aK©u>^b> c-foso^^b, ph© 

©T&3o 

§fci§li©3£#i:»«rr*»*&#*S> ^BWCtfU^T^K&ftjttSttfc* 
(ii) ±iBbfc*58W©SWC *56W©^U^7*5 L l«*«k^tt»ft'&«» 

±ffiX^U-n>^^fc*3^Ttt, (i) ±BU&#3Bf!©£$#K:* 

§8©#U^7*3 i F§^$ii-fc#&fc (ii) ±ffiLfc#fg9i©£&fl:fc, #389! 
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(a) *«Snfc*58(fi©#U^^H*, ±BUfc*3g9J©£gft:K:^£'S 
5 *»Snfc*56W©*U F*<fctffc^fc£to*#38IJJ©3g# 

t^-r^^s^as^ u jtisrrs c t^#mtT^*^Hj©^ u f 

£«©£&# £©|g£tt££fc£#5'fc'&<» (*5693©#U^?H©ettSffi 

io (b) «»$nfc*f6w©#u^?H*, *^Bj©^#^wr^«^fe 
«r*m&©w fc mm £ •& t .mm £ nfc w © # u ^ f & <£ # 

-rs^^-M^y^u jt«rr s n <h zwnkt-r %>*mw<D# u f t*mw 

15 ©3^£©tt£tt*gfc£1i:Sfb£4& (*5893©#U^7"^F©i£tt&ffi£* 

(c) ra$nfc*^BJ©#';^7°^F^, *iiO^#$n-FnDNA 

^wr^^w^# ; &^-r§cttc};oT»w±{c%sLfc*^K©s 

fc&tt 3 S nfc#fB W © # U 1 7" F & «fc tfttift^i s 

20 *mW Of^l 3 - F T 5 D N A £^WT 5 ^Kl£^#: £&*T SdtfcJ: 
oTi«l^±«Cf6SUfc*!8W©#U^7 , ^F©SSfrfc«jlk$*fc*&C* 

«»Snfc*56W©#U^7 , 5 i F©*»W©S*#K:^"rs»'&**JIII« 
L, H:iirrS2:tS^atTS*5gW©5RU^7 , 5 L Ft*fi!«©S**t©«'& 

(d) #&E©£&#&«ttfcrsfc'&«& (09*.#» *58W©#U^5 1 H) £ 
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-f/->h-;i/U>$g£, iMifi^i, «flseK©u>itfb, c-fos© 

ioT^flSM±tC^^L/fc$!^^©^^#:(C^M^'ii^c : ^'ai:> :2M8;K©§#& 

15 ©U>®Mfc, c-fos©f£ttfc, pH©&T, GTPrS££Jgttfc££4Eii-rsjgtti: 

20 «»Stifc*5iSW©#U^^K©»*bV^#«fitt> C ,25 ID T-tn-^tUR 
i$£tlfc@B?iJ#-§- : 1 , SB?<J## : 2 , E8I#*§- : 7 , W&m^ : 8 , E#l#*§- : 
9 , m&m^ : 10, m&m^ : ll, 6B#l#*t : 1 2 , @B^J#-^ : 2 1 , @B^J 
: 2 4, : 2 5, @B»^ : 3 0, @E3Wt : 31, E#l#*f : 3 

i 

6 , wmmn : 37, mnm^ : 4 o , sb^j#^ : 4 1 , @b^j#^- .-42, mm 

25 #f :4 3, SB^iJ#f : 4 4, SE»^ :45, lE^]#^t :46, E5<J#*f : 4 
7 > IB^J#f : 4 8 , E#l#*f : 49, E#l## : 5 0 , @B^J## : 5 1 , gB?>J 
: 5 2, @H^IJ#-^ : 5 3, MB3W§ : 5 4, : 5 5, E^J#f : 5 

6 , mm&^ : 5 7 , E^JSf : 5 8 ^fc«@B^J#-^ : 7 1 T^n§75y 
E*J £WT 3 # 'J F & £ frW & n& o 
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«fc^#» k h^iSJfiil&^©ESg©J^ffl^35:^*W)iT^-5. l^U #f:thft 

15 au&ftgaaistf e>ns. *^Bj©^#:^^t^m^w^ «raB©# 

n^©C<!:$l^. IBlia©fflffWi££bTtt» Potter-ElvehjeiS*^^ 
20 ^lf-T«£;lf LifT^ <7-U>^l/>^-4»#U huy (Kinematica 

fflV>£>n&. MX-fts fflffltmU*&M (500~3000rpm) TTOIB (5M?» ^Jl 
25 ~10#) jfc&U ±ti!£££>Ki§ji (15000~30000rpm) T!5Hir30#~2ISWji& 

«M&**©U >JI&ft^»«aaR)9:f0lHl«^^<'S'*ti4. 

M«0J©SW^^WT5^»MH^'t , ©*^BJ©^#:©M«, 1IBUB 
M$fcDl0 3 ~10 8 #^T-&5©/^£L<> 10 5 ~10 7 #?ir&&©#WjlT&5o ft 
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&mmfc7.2v~->y%(Dmm&^mz.f£&&fr m-uy h~e*m 

©K#£«ljre€r*«fc"5K:&S. 

■ 

ib® (a) ~ (c) &mirr*fc«)fctt, aafe*3f6w©s*#H^'fc» ai&sn 

JWfcWKfciu *»W©#U^5 L l<a:*f8W©S$#t©j8^tt*^bSii-* 
15 M©H!i#£, X7 U -->^KjILfcA*y 77-l:IIT5 iitfciDH: 

^-SftSUKTS. A^77-JC«, pH4~10 (M£b<&pH6~8) ©U> 
^/Xy 37 7" — , h ij X -Hi/ty 7 7-&£© U #> K £ Mr7#- fc©!^* 

£B«n?, CHAPS, Tvreen-80™ (763E-7 h ^X%h) , 5*¥h— X ft^'>3l^ 

20 -h^H©OTIStt»J*Ay77*-k:lJDA*Jifc , bT?**. yaf7- 

f, d^t^x e-64 (^7?- mftmm) , ^^x^?>ftso^pf7- 

i 

(5000~500000cpm) ©«iiSnfc*f6W©#U ^7°^ F&SanU ^PttlO-' 0 
25 M0- 7 M©f£i^b^«&#£-t!:&. (NSB) S»*fcJe>fc*iBH 

©**«H©*5SW©*U KfcinAfcEJE^a.-^'bJlfc-rs. KJfcteO- 
5<TC, 2£ b < «4~37 C CT20^~24^K> M£ b < tt30^-3Np|Bfr5 . 

% ? zmamffi$*T$mh * mMvwty b&&, #^7»m 
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•vwrm-tz. &ffi?z>®nmis.^m&<»-t>vyy<$) t^tmrn^m^m (nsb) 
*3\Wci}V>h (b 0 -nsb> &m%tvtcm. ftmm&Gm (b-nsb) Amxts 

■ 

IBO (d) ~ (e) ©^fefcSlirrsfc&Kfct *%bj©s»^^t?>«» 

20 yuaxmmomm^m^m^m^^x^rcmmzMr^m^mm^m t 
£tk zmtmm, mimmm, m^mm. mwrnmiamuE^mf e>ns 0 
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1. X^'J-^->^ffl^ 

5 (a) mfemmmm&£tfffi&mmmwL 

Hanks' Balanced Salt Solution &Zfu#M) \Z. 0. 05%£>^>Mf 

io (b) #3g93©§£#*ift 

U 37*C, 5% C0 2 , 95% aiTT?2BT$%%Vft%<Do 
(c) ffl»y#>K 



TO , C I25 n > C I4 C) , ("S3 «:^-ee8lfc$nfc*56W©*U^^H* 
(d) Ujtf>F«P* 

«Bj©#U^7°^F^0.1%'>vifiiSr;P7^> (v^thtS) £^tfPBS 

20 2. nim 

(b) io- 3 ~io- ,0 M(Z)«'fk^-w^^5MiiPAfc^, «gs$nfc*5gwo^^ 



(c) £j«£l&3cU lml0»ffli^Wt3Isl^-ri)o *M&K:»£bfc*» 
Stlfc+BWfl&tfU^^FfcO.HINaaH-lX SDSTMU 4ml 



WO 2004/080485 



55 



PCT/JP2004/003227 



jW£U Percent Maximum Binding (PMB) £#3;T3£je>£. 
PMB= [(B-NSB)/(B 0 -NSB)3 X100 
PMB : Percent Maximum Binding 
B : ^W^MXtcMom. 
5 NSB : Non-specific Binding (##£WIS£S) 

B. ja-JUjfcb>^-|l§. 

mfc&®£VT\t, ^y^h\ sen, n^^Fttfc^*, -a-jfrfb-^ 

15 &©flS'&<Krra&oT , b«kV>. 

M^fefcmT© (i) (ii) fcffi*.fcf<fcV>. 

(i) WE (a) ~ (c) ©X^'J-->^MT^$nW>r^f >^ • 77 

20 o&fc, ^^iits) {k&m*mc&, «fc£*»#±»Lfc#$&9j©£&#: 
&^-r 3 * w u t s a>§ a» & w^-r -5 . tn raster s*rr 

£&tt*©:!Sfcj*?fcBJl©g§#7 M?i&5. 

(ii) (a)!4^b^S*^^©^#:*^*-r§«8IIStSM$-&. ±fB#fgBJ3 
25 ©^^^tJfcSHWJ^tt^Sfl^TSo IBJfi*«BSttS*rr*fl3^«*fc» 

■€-©if[Jl*56W©Se#7^-XKTf**. 

(b) *58W©S«#*}£ttft:'r*fl:^'» (09*J£ *589!©#'.M:/? i F*fctt 
#S8H©3&#7 Ffc£) S*5BW©S##&^-r«aHSK8tt$«fc 
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EE LTmm-?2> Z\ EtfT~Z 2> 0 

Zol 1 inger-El 1 isonmmtfr E) , NUD (Non Ul cer Dyspeps i a) , 

i5 nm, wmaltu >/m. ^fn-f ^^tn^mmizmmt^mm, ^w&z h v 
^z^mwmr&kTmmt&E} oi-M-femm. ^un;^*-- trains 

■ 

Mj?J & £ b T^ffl T § £ £ # § o 

7rf-Xh»^#^^L, W^^M^S^. BAO (basal acid output) „ 
20 MAO (maximal acid output) taEZtgUtb. Z.n&<0, WWLftmM 

±-?-mmEf3iz> tthtz, ^wmm&®:®z>mzbGmr&z>o 

i 

©X 7 ij - - y y-ftfe ^fd^^'J-->^^h^ ViT# £> ft 
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ffijfiUWft (0J*J£> 797., 7>yh, k l >y> 9^> 97, hU> 

io ttfls-&**fctt-t©tt[©ta:4*tt; ■*■©#£ , s#m^> 

hfc£fc<fcD£S«fc<5. fllfctf* a»«Ett^jSlft©ii&*©l«n?*5BW©>i?U^ 

^K©ffittSia^rSfl2'&**&TJ8:#*rs«'&, HRWfcJfcA (#:fi60kg 
MSfcD) fcfcHTtt, -Bfco£&fc^*&£*90.1~100mg, jff*U<tt|&1.0 
~50mg> ctD^^b<^1.0~20mg^T-5o «&©»*©«£*>, #*60kg 

T**%Bj0^u^^F©^tt^«-r^^-&#i<£ST^#T^«^ -&mz 

J&A (#M60kg3/cO) tC^VJTtt, -BfcO#fefc£4&£i!&0.1~100ng» 
b<TOl.0~50mg, J;Dff*L<«^1.0~20igS#T^. ffi©l&%©#&t>> 

20 

(3) *56W©#U^^H©SS 
#*T?#*©T* fttt* E f»©*f6M©#U^7 r 5 : -H*fcttS^©€*, mzV> 
25 *%HJ«, 

(i) #3gBJ©in;#:<i:, ^»J:«M$nfe*^BJ©^U^^H^^« 
g£#££ifr&WK:fil££ii\ Lfc«fjfc£tt&#36gi|©# U ^7 

^ K©W&£«!)jrr* 2lt*#IRi: , r**** , t'©*58W©#U^^ F©£ 
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5 ±E (ii) OttifelCfcHTtt, -#©tt###SB«©#U^7?K*fctt3 
V>T*>£<> ^L#^©F(ab') 2 , Fab\ *5V^abiS#£JBV>T*><ktr>. 

15 ickDfcffiU c:n&Ka*©i^*'&tJ*iPtt&ffi^T^«lbfc**Pft»«J:D 

20 c i25 n , c i3, n » m , c w o , m . m , c 35 s) &a , 

*>7— (M> Cy2, Cy3> Cy5, Cy5.5, Cy7 (T^^tAmt 

hfc£D , 0^ (W» )S-#^h:>^~fc:\ 7MV7 

ft 
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*»tt#tt»* ^UX^X #U7*U;K75 ->Un>^©^^Jf, & 

■ 

20 < A y ;* h u y £ & & 3 v> tt* 7 n ;* h U -fc E \zj% V> 3 Z\ t ifiV % 2>a 

m^mrit,^w<DifimtW:mmmt^m.mzMLx^mzRm^^rc 
(d*>s *fcfo<Dmm&im(F) t, ^t^vtcm^m (b) tzttmv (b 
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su©3M*k *#*©«£«&»£ •en-^n©^c^^-5ii^©^#, 

10 *^K:S3l#©ii»©ft«»BBJtSi)PAT*5gW©#U H©»«*6 

($ 2 jsr) (e##Kv ra» 5 7 ^jgff ) , 5jn^ £i§ mm%M 

(^3 US) (g*SR, BSfP 6 2 ¥5Sfx) > TMethods in ENZYMOLOGYj 
Vol. 70 (Immunochemical Techniques (Part A)K IWIH Vol. 73 (Immunochemical 
Techniques (Part B)K IrW Vol. 74 (Immunochemical Techniques (Part OK IhI 
20 H Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays)), |W| 
It Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodies and 
General Immunoassay Methods)) > |rH§ Vol. 121 (Immunochemical 
Techniques (Part I : Hybridoma Technology and Monoclonal Antibodies)) (R 

25 EU©«k"5fcLT, #SgW©ft#&/BV>Sz:£fc<koT\ *3BW©#U^^ 
*^0J©tn:#:^ffl^T*^BJ©#U^y5 1 b'£fcte§W©iftg££ftT5 
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5 Zollinger-Ellison*E«»fc£) > a*«Ett*5i*, NUD (Non Ulcer 

Dyspepsia) , ff& 1MALTU>/Iffi, ||7fD< H^^^Jt^Hf^miS, 

io ^H*fctts*#**feffl"rsfc8e>fcftffl-rsct*j , r#*. #$8w©# 

##pi 4> ©#fg W © # U ^ 7^ H * fc ©& ffi , tt^iRB I® F*9 * * #fg 

BJ © # U ^ ^ F S 7c &g W# ©^Kl ©##r & £ © fc * ? 3 H £ #7! # 

15 

(4) jteww* 

+f-;k fc*W**58H©#U^^H*3-H 

20 tSDNASfcttmRNAOSS (jt^SS) £&ttrr& £ £^-Tr#3©T> 

A * £ tern R N A ©i«iP ft § W «S8iiB£fc 2: ©jte^lMSr* £ bTWffi Tft 

#fPJ©DNA£^5±tB©»£^ltfrtes fclfcfck &2D©/ — tf>/vry 
25 U^fif— ya >-^PCR-SSCPfe (Genomics, ^5#, 874-879K (1989^) , 

Proceedings of the National Academy of Sciences of USA, ^86#, 2766-2770 
M (1989^) ) &^fcJ:0^JiTS^i:**"C#S. 
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immm m. ir-^mmm, w^mm. zoiiinger-Binson^i* 

&£) . W0k. Mtt^al^ NUD (Non Ulcer Dyspepsia) , BJ^ 1MALT'J> 



(5) 7>^ J t>ZDNA*^-?%>mM 

15 111. Zollinger-Bllison££#fc£) > *f&» 

NUD (Non Ulcer Dyspepsia) , f MALTU >/1Jtt. ^Xfo 

giWEii ©& aiti^ £ © w tcEfe e> n s t £ t> \z mm v , it 

25 i7>fil>XDNAtt, aMl«t^M©DNA0^S 



(6) ^wo^s^-rsg 



WO 2004/080485 PCT/JP2004/003227 

63 

-&^»3H> Zollinger-Ellison^f£&<i:) , SJ$, ffl&&&M.ft* NUD (Non Ulcer 
5 Dyspepsia) , IMALT'J >/1M, ^rP-f K^^^Jfc®H1-§jt^, 

MOEmMtiibT, bh*fcteW3U»<» (#K 77K ty>*, 

io vz/> -r^ nr)Vte& \zttLTmnm£rc.mmnm\z&i§--rz> 
z.ttfTZ2>o ttmmm. ^ h&^Kct^T 

lOmg/kgffcSgg, ££K:ff£b<te().l~5mgAg#Sgg£. 101~5[H@g, 

15 ff*l/<ttiBi~3iag&» M£ttKJ;9&#t-&©;W£&£T&3. 
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ft 

&m\te®m&mu &T&i*at &rtaatau ®i^ait^j> 

8(k HC0-50 (polyoxy ethylene (50mol) adduct of hydrogenated castor oil) 3 

i 

Ttt, *l»J, *^-fe;WM, a»Sd (7>y;u) , »&£Wd^$ft> * 

n^n<D&MmtiMm%tcr>m.%5~~mmg, tvt>v mum? ! «5~ioomg, ^-© 

±fBtn;ft£ ©SB'S" fc «k 0 » S V < fc 

(7) DNAte^S&t! 

*5gW©DNAfl6SHft*tl»IB*r*) tt> *S»5P» S»9P, *H t #«ktf-fc©*& 
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fc> lim^y<;fM. tDfrtfV^T, isfe^<i:bT> C5 7B 

B6D2F 1 «, BALB/cm I CR^l^t*) Jfcli7i' h (01*. ft 
15 Wistar, SDfc£) 

T < , Vi o &A»0|t?L»«W> & M • til ffi $ nfc#5S« ©DNA^^5. 
20 *»ffl©^SDNAtUTtt>^0*56W©DNA©^E5»JK:3ES(^^ 

^SBSfe^) ^cfcfe©, mfcmzfe, t&Mvmu. xm, mom^fDm. 

WDNAtbTH M«fe*»W©#U^^KSI65IS*5DNA** 

25 SStSDNA&MV^nS. 

ll!fi*©fe©TgoTfej:^.*^ODNA^tlWi^t5i^fc 
oTB, iDNA»«T^S§tpl)7 , nqB-^-0TS}:^tfcDN 
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©DNAft*^T«DNA«IMI?L»«ft^ffl'f"*Ci:3WT'**. 

±I3©DN Af»SW»ftfT&3^D^E-^- tVX\t. (a) 

(b) ^guiUS)^ (fcK tfU^ -fX, t^ty h, AAX 

9--, yyh. **©^P^-^-> #J;ifc£, 7)VZ?^>. 4 >Z 

U>I L9D^>I 1 4 X77^-f, X'J Xn^X I> Kt >J >, 
j^iV7^>4^--if, ^U7«HttKttSe*» W^>S-h7>X7 

20 17-1?, JfiL/hftS*^E9^/3, ^7f>Kl, K10*«fctfK14, □ 5- 

II!,1M^Uy£AMP&#gBSt*7^- if/3 IU-^-y 
K y7hD7^X jSHRHaattTM 'J 7 * X 7 7 ^-l?, ^H^hU^A 

i 

7 r 'hU>7A7JU^A77 ; /-»3U>m^^ (Na, K — ATP ase)>r 
25 i-D7^7^>MI, *?ntt^>l&£tfl IA> ^^D70r^t 
—if l»>ht^- MHC^77 ItaJE (H-2L) » H-ras, i>~ 
>> H-/15>j8-7jC^^, ?«I'UI/t+5/y-tf (TPO) , 

» 

^ K«AH^1 a (EF-la) , j3 7^7^>, afcJctf 0 5*"»*8U 5 
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g^D^DX Hm»I%& (VNP) , jfilfif7S □ * HP 3X1?-*>K 5.* 
5 a (EF-la) ©^D^-, b h*3J:^7 h U 3 7^^>^D^-^- 

10 ^ZZttfT'Z. £F£L<te, y57>^ MOSV4 0 ?-^*?-?3:¥jA 
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5 d n a *5fc&fcflwr * z. t zmmisT, mx> N AMl^ i UTjl3r©^WS! 

10 »#J©^3ia*£T^©E^i«£«fcW^ 

©^^0E»^<J;W»^Tl:^«0MDNAS;iiil:li 

«ADNA*ft^SS6fr©P@^fc«pO* : E1f< MM&£]gtf§U £©« 

$ * 5 trofc 0 , ftfttt ©M D N A ©ffitig £ {SitT S C £ lc J; 0 tc# 

1 

* U 177 F ©« JnJiEtt * £ £ tf» e> > #$88 ©# U F H»f § ^ 

25 mztt~?z>%twm®z2 v-~>tfnmzhmm'zsmT&z>. 

» 

&DNA*&fe\zm$?%z:£&&m\sTmDNAmiwm£LTmft<Dffi'W 

7.5 \ s \ZlgLfr&/uVmn£LTm*ZZ£1fi? J &Z>. ^Dt-^-tODNArn 
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wmm$g \z& nz> v>mn d n a <o$m m^m%mm ©jra mb* «t 
m\z&^T*%w<Dmif;DNAtfft&T2> z\t\t, ftmw)M<D?m i ±T : z<Dm 
• w<Dn&&DNA*gttmwcz\<Dm(Dmm<D?mt. ^<Dm#mm&&xfftm 

m<D±T \Z*mW <Dgft D N A £ . ^ A D N A £*B |W||fe£&©M# tJfO 
--f rf- h £ Jfc# b » £ <D®m<DW)V!} ££@BT3 T^T ©^ 

i 

•fc^jEHraHU^^HoaHBaiF (dominant negative^) ^iitStfil/ 

« 

25 (a) m^«*©fe«e>©«BiJI^«hUT©M. 

(b) *^BJ(DDNA^Sj^<D«+©DNAt)b<«RNA§it^*f-r^ 

jb\ %tc\tDNAiz£V)f£&t!nr£m^7^} t MM*ftft-?z>z.t\t&z>, # 

56 W © 4? U ^ ^ H t «t 0 W W fc56?B * * ^ ttiSttflsf & # U ^ ^ H £ © 
RjiittfcoVsT©j»*f, 
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(d) ±i3 (c) mm<DMM*m^%£t\z&zmmo®m*nib%&otmm<D 

* 

25 (8) SyZTVVmm 
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« 

5 khi«?L»©M#« (OT> EsmfotMBrTZ) 

*^BJ©DNAWflH4'fb$nfc*khPilL»jW^« CETF, #9891© D 

5 l/#-^Ht£^£}f AT3 ^ i^J: D x^V >©ii$Wt§^\ 

z\t\z&?T. &%tto\zmte?&w&~?z>&o\zffimhtcDNAmm 
*^f-r*DNA« (OTv ^-y^x-o^^^-tBsia-rs) fluffs 

DN A±**Vitt-e©iaDSODN AEEI&^o-:?* Lfcifif >/W ^ U ^-f 
25 if-S'a >i*r*5ti^-y-/f^f >^^-±©DNABE?>J£^-^y 
5V >^^^-#Sl:^UMiODNA^Ol§M©DNAi^J 

m-tz>z.£\z&Y)mz>z:t&!?&z 0 
^rc,mmm^mm\z^^mm(DDNA^yfmit^^7t(DEsmmtL 
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* 

T\t. mXU. HU$©<fc o tzmz®\LZntcb<D%R ^Tfc <fc < , Evans 

5 e^^ES««#-r^^£©iWT^JA^> C57BL/67^;^C57 
BL/6 ©»fc©4>&£ §DBA/2 £©£$6KlJ; D&UbfcBD F,YW 
(C5 7 BL/6 tDBA/2tOF,) SJB^TftAbfc&O&iifcfiSFfcJfl 

mXX. C5 7BL/ 6-7^7. Sr^lCjtO©-^ JinSffl^T#e»nfcE sue 

5 H £ W©»e tfJttH: & C 5 7 B L / 6 T £ X £ <*: 3&tl»JtgT& £ 

x^mizm^nzo 

5 £ 1 8 mi & &m lmj® * l- tib <^ § z. t c «k d a* 

15 «k<#»©«fflE£]R#Ts;i£j&*T?#5. 

ESWiaottitO^^tbTri, 09*fc£ PCRftl:J:DYS!!fi#±Ott 

vifc©tMLT, i zu- -mmo e s (m so m) x&ts<Dx, mmn 

Mlz&tf&E S tt©fg-#-te 1/ £ -> a > & lt*t ©^JgiJTfrJfe oz.t tmmx 

ft o , ^m\zmmmo)m^.^m\zLrc z\t\z&r) mmimo^mn^mzwm 

25 

fl*©«B*K:J: Dfx5 n 4§Sti*E S»US©»ififlc»tijE«*© 

1 0 0X*«a*bW> «fA©IR©«Il!Wtl^©H»±fflit^«'&«» ESI 
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\t, STOi^il^«O t fc-5^jg^^7^-^-m±TLIF (lMOOOOU/ml) 

h U -y-yy/EmmW. (ItO. 001~0. 5% h U ~f v>/0. l~5mM EDTA,. 
»SL<tt*?j0.1% hU^»/lmMEDTA) ©ICiOWUftL. felC/BSL 

■ 

Mi$l£«-f £ ^T#«*-r 3 £ t \z£ D , mm foBM* foffifc Eon* 

(D?-l7<DMmzfflfr2 : &Z>Z.£tfn]MT°$>K) [Nature fg292#, 154H* 1981 
15 ^, Proc. Natl. Acad. Sci. U.S.A. f|78#, 7634H, 1981^ ; • 

27H, 1985¥] , *5i^O E S»§M$ tTi Bn§*%i©D N 

omm±m^mm\z^x^mr$> 

20 #fg§J!0DNA3!S^F£#b hPi?Ll!jtfte> ^IfrtJ©mR NAM 

I 

25 tc?-¥y : Tj y?^2$-*^vxm&MM&tcfe^vzwmmzmAi<. m 

A\Z£V Z-Vvt-J ytf^Z ?-(D*5£W<DDN A^TOttft $ titc D N A 

<D*mw<DDNAtAn&t>&mmn&x*2i£&z\t\z£v,*mn<DDNA 
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£©DN AgB#l£'7°D-7*£ LfcUif >/W 7*U 94 Mr- ya >#*r£&«* 

K+^7»«J©^^ia©--^3^ftbfc*fSW0DNAJiE&t)O«'&, CI© 
«k 5 ft* ;* 7<B# t JElgmfc Z> Z t fc«k 0 # 6 .J: 9, £T © 

lt# &nfc«&> aa, #$8«©# u ^7°?- f©^ p^^h^t* o , 
u e> ©sifi 1 ^ e> *^ bj © # u ^ 7°^ h * «#38 bj ©g&#© * ^sbk* 

1 

Abfch^>Xv ? xn-/^^t:MH?Lii!jt)^#^^i^-C^> £ft£>©h7>X 
x - y £ # t h «?L«I^ Ifc^T, Jtfe^ffl £ «fc 19 *56W © D N A$ 

«S©& 3 *> © SSiRf * c £ cfc D # 6 ft*. 

25 ^©cfc5{lbT*^BJ©DNA*V^^77 h^tlTl^W^ 

*§ e> nfcft & n a y # 7 # ^ $ nx us z. t x^xmno 

WFfefc D N A (Dm?? 5 Hit ©»#f ££§21" £ 0> fippig fl; DNASr 
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f 

{Y&m. mmtkmvo, mtmmm, mmkam* mmnmmmm. 
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tz Hitman, mmyiowk, um<k&®<D&nu£\z&t>#TmMMm- 
io so %u±.±%-vrcM&. umk$m*±M<D%kmzftVTi>® • femm&zm 

- y vxm £ tifritsvufr e> 6§g s ft s fc-g-t? ^ t m v>* z\ t upt; # § . 

20 inifc^»*b^. ^©J^ftJ&tLTte, 0!R&> 111 £Ot U> 

utft>t, 7*7;^ TW>8, 3A^t, «5B^ ^x>m, U>=fR» 

l ttmw © # u ^ y?- k 5 eh t r « \z l xm^rr %> z, t an? # 5 . 
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#5891 © D N A ICftT £ n "t - * HStt Sffi&T *ait»J (DMTM 

ftl&A (#a60kgttT) ©«^&-fE«#fc$#t-3«£> -Bfco#«fc'& 
^*moi~30mgg^ »*b<«mi~20mgg^ <£ 0£F£L< 1~ 
lOmgg^^^JIJiiaitfcJcOS-^-r^OWIR^T^So ffi©*^©*^^, ftfi 
10 60kgSfc?)K:IW¥bfcJi*i9:#r«5 Jlt^**. 

u^-^-jte^jsa^ttajTsjit^iRii-rs^fswcDNAfc^-r* 

UTfcJU taiHLfc*58W©DNA5S31^*tM«li»»©tTt>, #5B9J©D 

na^'i/^-^ Hie? * * At* * n t k: j; o ^Figttft: s » w # - ^ - ate 

— t?Jte? dacz), ir»tt7;p*U7*x!7 7^---*fjief*fctt;^7 

25 i5 — if Jie?^: 2b 5 . 

BJ © D N A £ 1/ ^ - jftg?T8$ £ ft7c#3§ BJ © D N Ami^£# 

l/^-^-jteW*^BJ©DNA(cM-r-5yP'&-^-© 
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/3-#7* h'yy— tfjtfe? (1 a c Z) T?g&LW5«£, #fg93© 
5 )V-&--H79\-\f.y;>'Y (X-g a 1) ©«fc5&/3-#52 h «>^—£©g 

(PBS) X-g a 1 £-g*J$fefi»nN ^M£7c« 

10 3 7 -CMT, !53 0»LlltF»5tm W*^lmM EDT 

ttJt/rfc<kK 

20 k »m mm. u>m> 

25 *&9i©#y K©3&!B&tfliiU F©M£{£jtT S £ 2:38* 
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$ tc s 0 D N A iZftT Z> 7° P - * £ 3 £ tc \t^r(D 

5 -mmmm, m^miM, zoiiinger-Eiiison^#^a , m#t. j^sE&^ii 

NUD (Non Ulcer Dyspepsia) , ffMALTU>Am #7f D^ HIM 

10 m^%z\ 

v tz*%w <d # u ^ 7°^ h £ «-e ©&&^rt & eh £ mm. \z v tut § 

15 MHJ&tl (fllfctf* 75>K T^X, tJl/tyK «7+r3r> t^S* 7*, -7 
-X -f7, lZj$VT&-¥?Z>Z\ttfT*%Z>. 

# 

^b-&tJ^^«^o^©S#««> *t^J§, 

20 — Bfc'P#§M5'&4&£#&0.1~100mg* 0*b<«l>Jl.O~5Omg, <£D£f£b< 

7P ; E-^-« ; &^)it-^{b-&tl&a^J©^Tai^A (#fi60kg£ LT) 
©MCS-Trs*^ -BtO^b^^0.01~30mggg, #*b<«#9 
25 0.1~20nggg, iO»^b<^0.1~10mg@^^MaW^J;D^-r^©^ 
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O*lW&&*fc»0. IMOOmg, »*b<tt*&1.0-50ng» £ D» £b< te&l.O 



-»tt&B^£fc£*&&ata©^T»ftj£A (#:a60kgitT) ©Jg#fcfi! 

^•©T*Ka>«r©sess3- Ki-sjte^a&u nn*»«»©iPiffljiaKS£ 

BSil" * J: 3 &«IJ»»&tlKt-riitf, *fSB93©# U K*© *>©©#rt"e© 



20 



25 



IUPAC-IUB Commission on Biochemical NoienclatureK:J;£lfr9&$V*tti£&£' 



DNA 
cDNA 

A 

T 

G 



7f-> 
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C . :yhy> 

I :-f/v> 

R : 7t-> (A) £t£\t?7~> (G) 

Y :^$> (T) tttei/h'sy (C) 
M :7f-> (A) Sfc«vhv> (C) 
K :^7-> (G) (T) 

S :^7r> (G) (C) 

W : 7f-> (A) *fc«^5 > (T) 

B : ^7-> (G) , #7-> (G) f-fctt?-$> (T) 

D :7t-> (A) > ^7~> (G) ^fc«^5> (T) 

V :7t^> (A) , ^7"> (G) £fc«vh~>> (C) 
N :7t-> (A) , ^7-> (G) > yhy> (C) *>b< 

te5P5> (T) $fctt*8fcL<«te©ifig 

RNA : U^WI 

raRNA : *y-fe>5**— UsfrRK 

d ATP :r^>7T/y>HiJ>K 

dTTP ixt+y^^HUVf 

d GTP :f*^r/'»=U>K 

d C T P : rtf* v>H U >m 

ATP :7xy^>HU>m 

EDTA :X^l/>y75>fflii 

SDS : KxS^IBfcJ-HJtfA 

BHA :^>XtKU;V75> 

pMBHA : p-^^;i/^>Xk FU;W75> 

Tos : p- h)l>JL>X)ly*~)l 

B z 1 : ^>^;P 

Bom : Kyi»Vt^- s y^)V 

b o c : t 

D CM ;y^DO^> 
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HOB t 


• 1 -k HD^ 1 >' / <>Xh l J7V— Jl/ 


D C C 

J—/ V./ W 


» 1 1 J A ^1 ^ 1 * 1 S / V S-J /K '-)' | ^» | 


TF A 




D I E A 




R S A 

X-> O ix 


• -Liu. 1 r3 y jvy — ^ 


fHAPS 


. q _ r c q — n ^ - K7°d FJl/) ^^Jl/TV^F^ 




— 1 — ^/n/t v^Tki"— K 

x .y i— 4 / » y\ J -4* s \ 






A 1 a "7l±A 

/A. 1 d A. idn 


• "j 7 ^ 'v 


V d 1 A <ck V 












OCX A.TOv O 










• /A7 1 ✓ 






VJ 1 U >*vics XT/ 


• /k — ^ Hx. 


r\ b JJ ys. yck J_/ 




x-» y o ^Yckiv 




A r o> V P 




n i o ifckii 




P h p "V hit P 




x y x >v res x 


• ^ nvV 

. 7 u / / 


1 I P >s. Ires VY 




P r oXttP 




As nXHN 




G 1 nX&Q 


: 5 > 


pG 1 u 




Ty r (I) 


: 3-3— H^n->> 
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DMF 



Fmo c 



n- 9 -7)i*u-)\,* h+->#;i/fc;i/ 



T r t 



Pb f 



2, 2,4, 6, 7 -^>^^f>vt KP^>l/77> 



5 



C 1 t 



: 2-^DD hU^I/ 



Bu 



Met (O) : ^^n>x;i/7^-^ri/H 
C@fi?<J#^ : 1 ) 

fchGPR8U#>F^:^K (hNPW2 3) ©75/^@B^J^fo 

: 2 ) 

hbGPR8 U#>K^y^F (hNPW30) ©75 /i?@B?»J&^To 
15 CBB^"J#^ : 3 3 

csa^j#^ : 4 ] 

Cg2^J#^ : 5 3 

20 khGPR8 U^>K^^HM#:0-^3-K-rSDNA©m»B3^J^ 
CI3^J#^ : 6 3 

thGPR8U^>H^^ mm&(D-®<D75. J mSB^J^fo 



CB2?iJ#*t : 7 3 

25 £j£fc hGPR8U#>F (1-2 9) <D7 ^ S WMM^ytfr * 
(@E?>J#^ : 8 3 

£fifcfchGPR8U#>h* (1-2 8) <Z>75/^iB?"J£*t\> 
CgH^JII^ : 9 3 

£j&fchGPR8U#>K (1-2 7) ©7$;»l^t. 
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* 

(fi#l*# : 10) 
-&^hhGPR8U^>H (1-2 6) ©75 /mffi?>J£*T. 

-g-fiKt hGPR8 U^>h* (1-25) (DT5yif@3^J^To 
5 (gB^"J#^ : 12) 

MtbGPR8U^>H (i-2 4) ©y^y^sa^j^To 

ffl^Jif : 1 3) 
CIE^>J#^ : 14) 
CSB^iJft^ : 1 5 ) 

mmmn : i e ) 

15 [g3?IJ## : 1 7 ) 

ffi#l#*f : 1 lT*$nS75ymSB^J«r3-Kf ^^iB^J&^T. 
C@B^J#^ : 18) 

mmm^ : 1 9 ) 

20 h hGPR 8 U^f>H^^1«WBffS3-H-rs c D N A ©^SSB^i ^T. 
(E#l#-3 : 2 0 ) 

k h G P R 8 »J # > K "V?^ 1* flMK#©7 5 7 mSH^J fcaVT. 
C@B^iJ#^ : 2 1 ) 

i 

7? G P R 8 U # y H^y^ H ©7 5 J ^MM £^T. 
25 ffi?>J#-*t : 2 2 ) 

7* G P R 8 U ^7°^ HWK#*3- HTS c DN AtD^SIB^i^^l-. 
(@a?>J#^t : 2 3 ) 

7* g p r 8 y •% y h i?? H mmfav 75/ gisai & j**r . 

CE*l#-% : 2 4 ) 
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79 G P R 8 <J #> Y<7J- V(D7S. J miffl*7fC? 0 

C§B?iJ#-St : 2 5 ) 
79 G P R 8 >J # > h* h* 0)7 5 V ®E?iJ 

C@B^J#^ : 2 6D 

(ffi^JS-^ : 2 7 ) 

mmm*% 2 5T*^£ft37s/i^j£:n-Ft-&&*K?y£*-ro 

C@S^J#^ : 2 8 ) 

yy hGPR8 U**>H^y^Htfim^^3-KT?>cDNA©iB^J^-ro 
10 CE^J#^ : 2 9 ) 

7y hGPR8U7^>H^^HHlf^©T5/mia^i^-r. 
C@B^J#^ : 30) 

5 y h G P R 8 U # > ^^7^ H©7$ / mSB^J^-ro 
CSB^iJ#^ : 31) 
15 y v hGPR8 VtfyY^^YOT^jmWM^mro 
m&m% : 3 2D 

CI2»-5t : 3 3D 

20 [IB^iJ#^ : 3 4) 

CIB?|J## : 3 5D 
V £X G P R 8 U ;# > b* H hu,IK#:©7 5 / ^SH^J^^T. 
C@H^J#-t : 3 6 ) 
25 U7J*>F^y^H©75yi?@B^J^-r. 
[@H^J#^ : 37) 

X G P R 8 U # > F ^7°^ H © 7 5: 7 iSSB^J o 
t@3»-*t : 3 8) 

ga?u#-*t : 3 6-r^$n^7^ym@B^j&3-H-r^s@2^J^To 
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[@B^J#-^ : 3 9) 

-g-j&t h G P R 8 U #> F (1-23) m\tW07 ^ J m&^^rf 0 
5 C@B^iJ#^ :41) 

£/£khGPR8U#>F (1-2 2) (DTS./Wtmm&Tjklr. 

C@B^J## :42) 
£f£t hGPR8 U#>F (1-21) 07$y»E^J*wf. 

(@B^J#^ :43) 

10 -g-ffck bGPR8 U#>F (1-2 0) <Z)75y^@B^J^T. 

C@B^J#-^ :44) 
£/&khGPR8 D#>K (1-19) 07^/$IB#l£5*1\ 

[@B^J#^ : 4 5 ) 
-&J&fchGPR8U#>F (1-18) (D75 7mSB^J^Tc 
15 (8E?iJ## :46) 

MkhGPR8 U#>F (1-17) <D7^yWtM^^o 

C@B^J#-^ :4 7) 
^thGPR8 'J#>F (1-16) CD75y^E^J^t"o 

(@B^J#^ : 4 8 ) 

20 MGP R 8 U fty H (1-23) tt^flc©75 7 mSB^J^^f. 
CSB^J## : 49) 

h£fc&v£XGPR8U#>F (1-2 3) WcfoVJ ^ JWBMZ. 

i 

CK?!I«- : 5 0 ) 

25 ^J&Fmoc<fbkhGPR8U#>h* (1-2 3) 0 7 5 / . 
Cffi^J*-^ : 51) 

[N°-Acetyl-Trp'] -khGPR8U#>K (1-23) <£>75/iffl?>J£ 
CBB^J#^ : 5 2 ) 
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£j&fchGPR8 U#>F (2-2 3) (DT^/mm&ltt-to 

tmmn : 5 3 ) 

£j&fchGPR8 U#>K (4-2 3) ©75ymiH^J^-r o 
(E*J## : 5 4] 

5 £j£k hGPR8 U#>F (9-2 3) ©75 /m@E?iJ£^-r. 
(SB^J#^ : 55) 
£/£fchGPR8U#>F (15-2 3) <D7 $ S ffiffl&xi?. 
(I2?|J#^ : 5 6 ) 

[N-Acetyl-Tyr'] -t: hGPR 8 U#>F (2-2 3) OT^jmWM* 

10 ^"f. 

(@B^1J#^ : 57) 

[D-Trp 1 ] -khGPR8U#>K (1-23) ©75 7 WBW*»*r. 
(SB^J#^ : 5 8 ) 

[N-3-Indolepropanoyl-Tyr'J -tbGPR8U#>K (2-2 3) <Z>75 

15 yKE^JS^T. 
(iS^J#^ : 5 9 ) 

(BB*J#3 : 6 0 ) 

E?<Jf£^ : 4 2T^$n^75 7^MB^J^n- FI-S^E^^T. 
20 mpm"% : 61) 

E^J#^t : 4 3T££ft£75/lfee?»]£3— KTS££E^&3*T. 
(E?>J#^ : 6 2) 

» 

(E^iJ#^ : 6 3 ) 
[E#l#^ : 6 4 ) 

@E*iJ#-5f : 4 6T-^$nS75/mSB^J^3-H-rs^S@B^J^^T. 
[@2?'J#^§ : 6 5 ) 
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(@E?iJ#^ : 6 6 ) 
immtt: 6 7) 
5 (SB^J#^ : 6 8 ) 
(E3^J#^ : 69) 
CSB^J#-t : 70) 

io rnvmn : 2 1 T^£ti&75 /mse?^- H-r^M^j^-r. 

CE^J#^ : 7 1 ) 

[Phe 2 ] fchGPR8U#>F (1-2 0) ©75 ;m&P\&*to 
[E^J#^ : 7 2 ) 

S33Wt: 7 nrg$tl^75 7^ia^J^3-H-r5M@B^J^T. 
15 CE^J#^ : 7 3 ) 

hhGPR8©75 ;MMm&m~?o 

mmm^ : 7 4 ) 

@2^>J#^: 7 3T«£n&75/M^J£3-Ft-3^*@B?>J£^t. 
CE^J#-^ : 7 5 ) 
20 =7V hTGR2 6©75y^lS^J^-r. 
(@B»^§- : 7 6 ) 

(@2?iJ#-^ : 7 7 ) 

1 

7^TGR2 6<Z>75/f$a?<J£^fo 
25 [@B?!l#^ : 7 8 ) 

mTGR2 6^n-F-r§cDNA©^S@3^JS^*ro 
(gB?>J#^ : 7 9 ) 

t h G P R 7 ©75 /iffl?iJ£^T. 
(K?"J#*t : 8 0 ) 
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m 

5 ###J 1 

[Phe 2 ] khGPR8U#>F (1-20) (IB^JW : 7 1) (DUM 

HAW^5>XxAXtt©^y^HS»)^« (ABI 433*5^1') 

10 /KflM&fi#«Iang (p-benzyloxybenzyl alcohol) (0. 25 mmol) 

^^fflb, Fmoc-Leiu Fmoc-Gly, Fmoc-Ala* Fmoc-Arg(Pbf), Fmoc-Vah 
Fmoc-Thr(Bu'), Fmoc-His (Trt)> Fmoc-Tyr (Bu l ) , Fmoc-Pro> Fmoc-Ser (Bu'h 
Fmoc-Lys (Boc) > Fmoc-Phe> Fmoc-Trp (Boc) ©Fmoc75 /$^t#ft£HBTU (2- (1H 

-^yWV7V-)V-\-^ )V) -1,1,3, 3-fb7^Wnr 

20 iWSftU??* #®gg : tx-JUCSA) ICi 19 h - h U ;W-0. 1% TFA*©* 
(15-35%. 80^) &fflViT^3l»»&fT^:oTi»fr*Sfi^^H35 mg£ 



m%}*o.2% 3-(2-7$yx3^w >K-;v£#tMN **>*;i/*>»K: 



25 MrtiJili) «T©£*3t>. 

Thr (1) 0.93, Ser (1) 0.92, Gly (2) 2.03, Ala (3) 3.09, Val (2) 1.90, Leu 
(2) 2.02, Tyr (1) 1.02, Phe (1) 1.00, His (2) 1.91, Lys (1) 0.98, Trp (1) 
0.88, Arg (2) 2.06, Pro (1) 1.02 
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7# hn—ttz/jf— tffe£ffl^fc[PheV 25 I-Tyr 10 ] h r~GPR8'J#> K (1-20) 
5 OlfeU 

dmso i o M i \zm& Ltc. i cxmzntc [Pbe 2 ] t 

hGPR8U#>F(l-20) (S33Wt: 7 1) 10nmol£, 0. 1 mfc-yt'frM&tiL 
10//K 0. 1 MHEPES (pH7.6)tc:^Lfc0.001%jii?{b7K^7KlOMl> 0.1MHEPES 
(pH 7.6)lC**bfc7^ h^-**5/y-1f ('>^Ttt) 10/ig/ml^lOAtU & 
10 <fctf [ ,25 I]NaI 40 MBq (NEN^-Y 7^I>X^D^ yft) 10/i l£g-&LT^ 
fflT?504MHIS«S*fc^ £f£b7c[Phe 2 , 125 I-Tyr'°] t hGPR8U#> FO-20) 

fflV^c#^Ate> ODS-80TM (4.6HUDX 15cm)(h-V-%h), ^HJ^Ai:tT10% 
T-fehnhU^/0.1% TFA, ^ffi$B£bT60%y-feh~ hlW0.1% TFA&/B 
15 K 0-0 (2 minK 0-27 (5 min), 27-32 (40 min) XB/MWify'rJ X> h?§ 

©HPLC&tfTtt, [Phe 2 , l25 I-Tyr 10 ] k hGPR8'J^>H(l-20)«25^#jfi^l±J 
20 ^2f£0<I 1 

Wistar&t£t£^y h (B^^^XU/t— , 320~360g) *g*afcjcTT?16l$ 

. n*&ft& turns, m^jv mytmo zmsLteu-ZL a.og/mi/kgh m 

#TfcT5y h¥ffi#K:H3£bTMIfcbfc. (MedtopX2-50, 
25 3.5mm, rt^2. lmm) S+nJUBJiftTJllftte: (2cm) jfffU SSlTO&ilS*^» 

TWF*3ife#£fTK ttlftlHttllUfc. hNPW23*£i!*ifi# £80jttM 

hNPW23:fe«ktf£S!&J£zK©8!#ra> ^f>7i-yg>^>y (Harvard 
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Apparatus) £ffl^T» 1 nl/hO«giiT ZOftffl*M&B& QfrUotz. SHtfck 
%m~&>ofrVlsbM'CiZ$nMLtz<Dm%& (1ml) ^ftALt^f, 10#&, 

30m lOBromthymol blue indicator 
solution (BTB, »3fe>fill) £iH;L» 0. IN Na0M££Jfll*T^S£ (pH7.0) \Z 
5 it-rs^fcifiJILfcNaOMi (ffi&t) SfflfcU W»^»**3¥tHLfc. hNPW23 

M&Hfc«(tfEq)=0.1N NaOHX^a (u\) 
10 (%) = (hNPW238!-£&W»#8«) / (hHFW23tt-£f&WR*HB*) X100 

hNPW23fi!-£1£«M5. 6 ± 8.5%T&D, hNPW23&-^«HiiO. OlTOfeoTt 
*KW»#»ft&*J»inL&. tttt¥^ffi±**PRH (meaniSE) £5*1". 

15 (CiiJnLfco 

20 fistarfcitte^y h (340~360g) *eS##TTM6ll#MIMtf& X-^Wfr 

(2 mg/ml) U HI£|*3&# (2 mg/kg) Lfc. «£S«7k U 

«-#80rarfcofc. ttn»*3«fWaiC7y (40mg/kg> *B 

i 

25 B'fr (2500 rqmXIO min) ^ ^(D±^fflViT, 111 (ml) » Wl%H, MM 
m (mEq/1) ^«fctWB»»»*(^Bq/kg/h)SaK£bfc. 

1 ml©W^tC30/zl©BTB (fa%1f6&) i&tt£JP^., 0. IN NaOBB?l££SrF U 
MJS£ (PH7.0) fcB"rS*T?fcm»bfcNaOHS^J||^b, »<}:«M 
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g$pHfi, Twin pH^-^- B-212 (M§^0t) £ffl^T$!l£bfc. 

S^(mEq/l)=0.1N NaOHX^ftg (til) /ff$ (1000/il) 

(^Eq/kg/h)=m^Xl^*/M/B#^ 

5 1 

IftpH ffgai (ml) ^g(mEq/l) ^tt^&a UEq/kg/h) 

*H$3£ 1.12 + 0.08 4.0+0.7 69.4±6. 2 294.6+86.6 
hNPW23 0.83 + 0.03* 7.9+1.2* 96. 0±4. 2** 747.4+121.5** 
10 £©tett¥JSte±«tW!S (Mean+SE) 

* * tt&JHIffKlJt^T, pUjWO. OlOTlr^^ ^t^t. 



±fE«M2£|ig$HcWistar«tt7y h (340~360g) £g Sl3*[7j<Tri6R# 
20 X-^WjflTFfcTHIIU ftFWSiSrffifcfrV^ BggfcgflCfc. hNPW23 

«#U &#80ilTfTftofc. l»R|g*3NHaift7 5/h**>^-;P (40mg/kg 

EDTA^W) KAtU jfrfr (3000 rpmXIO rain) U tf?Ut*§^T-40t:(cM^ 
25 ff Lfc. JfiL^^X h U >mg.<Dm%.fe%Z h U > RIA KITE (ABBOTT JAPAN) 

V*TSH£L£. &mfefe<D¥2m&*>?T?-#fe&ftttv1t. 2000 /zg/kgg# 
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Zol 1 inger-El i ison^«£), ff Mffi.&-kM0k, NUD(Non Ulcer Dyspepsia) , 

maltu >/m #7rD^f h*^m«^jtc®BgT§^ ^mmx h u 
20 x2V~~>tf\zh^mi?$>z>o 
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* <D 46 ffl 



1. BB^J#-§-: l^SnS75y»S»»ld:^feL<tt|IH«|fc:|g-CDT^ 

x^Sfctt-tOifiKlWrStt^ (ii) @33Wt: 7 3, : 7 5, 

10 Sa»^ : 7 7 SfcttgftWt : 7 9 T-to£ft37^ / 1$3?>J £ & b< « 

3. (i) mmm^: iTmzftz>7s./mmmtm~*>v<nnmmzm- 

15 TJ^fc(i^Ol&3- HtS^U 5? ^ l/t^ HO, ^fcU (ii) @B?>J#^ : 7 

3, : 7 5, ffiai#if : 7 7 £ «@3?iJ#^- : 7 9Tgfc$n5757 

^hv<\tmmmizmmmAmMmm^rcit^r<D-m^^r^7>^±> 

4. E?iJ##: lT^$n^7$7mSB?!l<h|wI- i bL<«^MW}C(5|-0[)7$ 

ffl. 

25 5. E*l#^: lT^$n^75/if@B^J<i:[pI- ! fob<tt^lKWfcra-©75 

& ©^©«tt ^{Eji-r § * & ©&&£# v xfe a mfltt&m, # 
6. e*j#«i: iT*&zn%7$;w&m£ff~hv<\tm»mzm--<D7s. 
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7. mmm%: ix%2n%7$;mffimt®-'bL<\tnmmzm~(D7=i 

10 $j„ 

ym&m&^'tztfv h t> l < $^©75 k v < h^oixtj^ 

10. mmm^: iT*mzn&7$smmmtm--hL<temnm\zm~<D7 

15 5/$ffi^^WT£^U^:/? 1 Kt>L<«^-©75 F t> t, < W^-©XX5r;i/ 

11. (i) lTa$n575/8ffi*J£l^-fclX«ISK»K:|^ 
-©75 /»ffi#l£^rr 5# U H L/ < «^©75 H t> L < te^©x 

20 7rJ^fcttf©S, (Sfctt) (ii) @3?>J#^: 7 3, S2^J#^ : 7 5, 

@S3Wf : 7 7£fc&623Wf : 7 9TSfc>£tl575V&8B?!l£PJ— fcb<« 

25 12. (i) s?y#j§: ix^n^7s.jmMmtm-'hL<itmMmzm 

-©75 / WMmt S# U H t> L < &^©7 5 H >b h < «^©x 
X^/WSfctt-tOifc *«k.tf (3-fctt) (i i) @B^iJ## : 7 3 > ffi^J#^ : 7 5 , 
@H^J##: 7 7£&HIB3aj#^: 7 9T^fc>£*l£75 y KS3#I L < 
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* 

13. (o i^ijsf : lx^ti^j^/mmmtm-hVKitmnmzm 

5 7,x;i/^fc:«-e©^n-K-r^^U^^I/^h\ *3^?>* (ii) IB 

?U#^ : 7 3 , E3*J#^ : 7 5 . SH»^ : 7 7 ££:teE?iJ#^ : 7 9 

10 14. (o gE3Wt : lT'mzn&T^ymmmtm-bisKumnmzm 

Xx^^fc^^^D-F-r^^U^^l/^H^ &cktf (ii) IS 

5<J#^ : 7 3, @23Wt : 7 5, I3»^t : 7 7 £fcte@B?)J#^ : 7 9T«>3 



1 5. (i) sKwt: lx^n^T^ywtM^tm-hLKitmnmzm 

20 Xr^ifclifiOil, & £tf (i i) K?iJ#-*t : 7 3 , Bfi^J#^ :75, 

i 

16. (i) I23Wt: lT^$tl?)75/i!gB^Ji^I- ; bU<{^KWfc|^ 
25 -075 7mi3^J&^-r^^U^^HfeL<«^-(D7$ Kt>L<te^-(DX 

XxJl^fcte^©^ &<fctf (i i) SB^iJ#-t : 7 3 , @H^J#^ :75, 
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®3 ' feWMOXZ U 

i7. (i) mvm^ : lrmztizT^ymMmtm-hLKummmzm 

-<D7 5 yWtM&i&tt'fZtf U K b < £^©75 K L < «^-(DX 
Xx^S^c^©^ (ii) @3^"J#^: 7 3, iB3Wt: 7 5, 

5 7 7£fcte@3?iJ#-{§: 7 9Tgfr£ft375/^@B^J£|w|-- ! bL<te 

r 

10 5 K 5 bU<^©X7.x;P^fc«-e©^©«tt^a^-r-S»^tl^^:«^-©^ 
(i i) ±C# U h* t> V < «*©75 H t> V < ^OlXjJ^fcttfOfi 
fc**T£SMk (iii) ±fB3£U^y^K&b<f£-£©75 KfcL< tt-eox* 

15 h\ (iv) jE#|#S§- : 7 3 , @3?>J#^ : 75, @E?>J#^ : 7 7 £fcft@B?iJ# 

7 9l?^t>$n§75y^E^Ji|W|-t)L<«||®«J{C[5l-©T5ymiB^J 

^ftSfctt*©lft, (v) ±IBMeRt>L<tt-e©g|5^7 p ^H^fc«^©^ 

(vi) ±SB®fiK I bb<« J e©^^7 p 5 1 H^fc«-e©^n-H 

^fe«^©-^^#1-§7>5 1 'fe>X#U^^W^H©W^*^#-r§ 
19. (a) SB?>J#-Sf : lTf^$nS75/»BB?!lt|^— %>L<tt^aWK:|g 

-©T5y^ia^j^wT^^ , j^y^H ! bb<^©Ts Ht>b<tt j e©x 

25 X7^3;fcfc^©&©^&£|fi#TS> (b) @B^iJ## : 7 3> SB?>J#^ : 

7 5, @33Wt : 7 7 SifcfcJS&Wf : 7 9 H$tt>2tl&7 $ Sm^Mtm-h 

K*fctt^©jft©stt*ia*r5i:i*w*tt-*±fB^«^js©^i».?&i 
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20. nnfrm®mi*m%Tzfctb<D co mmm^-. lx-mn&y^y 
t m- t> b < itmm mzm-o 7 $ / mmm t<s> # y ^7'^ k t> 

3: fc (ii) ±ffi#U^^Ht>L<tt-€-©75 H*>L<«^©XXx 

5 )V£rciz j t<DmzM?z>$ifc (in) ±sB^u^^H i fot<«-e©75 k%> 

U ^ ^ b\ (iv) @a^"J#^ : 7 3 , @2?>J#*f : 75, !2?>J#*t : 7 

10 © t 5 j w&m *-&^rr s s a ft t> l < tt-e ©a«M ^ h * fc ©&©g 
*fc«^©^{c^f-r5in:#:, (vi) ±mm&nbv<\tt(Dfflfts<7?\*£rzft 

ffiW^»^iJ^fc«^©-|[15^#t-'5)7>5 1 -fe>X# U * * K©& 
15 /B. 

2 1. PilL»4»fc»UT, (i) SB^iJII^: 1 T3l£n&7 5 / ^@H?iJ£|W|- 

%> ix ta&R » £ ra - © 7 s y mra &^rr § * y ^ ^ h *> u < © 7 

(i i) ±W 'J H & b < &^-©75 H t> b < ttf©xxr;^fefi-e0i 
20 fc*rr*ta#» (iii) ±IB^y^y^Hfeb<«^©75 b*fcb<«^-©x* 

K> (iv) @E#|#-S§- : 7 3 , @B^J#^ : 75, IB?iJ#-5§ : 7 7 * fcKK#|# 
7 9T^fc$n57$/^gB^Ji:l^-t)L<«||»^(c|Wl-©75/^gB^J 

25 s^-r e r t> l < ©sihm f * it ©&©?£& * est s -ft 

£<to£&«*©«U (v) ±fBM6St*> L < «■£•©«#/<:/?• K *&«*©&£ 
*hr&#L#. (vi) ±egBKfeb<tt*©fflJ^^5 i H*fctt*©ifiS3-K 

s^tt-e©--^^w-r§7>5 i -fe>x^y^^p^K©^*$^-r5 
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2 2. (a) : ix'm^n^7^ymmmtm~hL<\tmm\zm 

-(D7 5 J mm&tettt Ztf U F fc b < 5 K % b < &^©x 

XT-;U*fc«-eo^®filttSr|fi§T5, gfcte (b) g3?iJ#*f : 7 3, @E?iJ#^ : 
5 7 5, @a»^: 7 7 £fcteffi?iJf£-Jf : 7 9Tto$tl§T5 y@?g3?»J£|^— 1> 

IBS"f*fc'&4&*&tt*©*8;, (ii) ±SB^U^:/3 1 K*>b<te^©75 Kfcb 
< OiXf ;^fctt-t©Il:^55Lft, (iii) ±I3^U^7 p ^Ft>b< 

wMMmmzmmmb b < ^mmmzmmmum.^mm^rc^cD-'^^ 

15 Wt-57>^-fe>X#U;*£ W^h\ (iv) @B?iJ#-J§ : 7 3 , E^J#^ : 7 5, 
K#l##: 7 7 tfcttffi^JS^ : 7 9l?St)$n§75 /f?gB?>J<hl^-t>b< 

tt-toiftoigttSBaafrsns^tfctt-?-©^ (v) ±i2®ant>b<&*-© 

«#^7^F*fct*t©ftK:>&?-5#t#, (vi) ±E®eRfcb<tt-e©aHM 

20 ^ H * tdtttom&u- Kf 5# 'J 5? £ vtt FoMMWm\zffl&®*> b < 

2 4. WJUftftKlSfrbT* (i) @B3W§: 1 T'«£*1375 /m@B?iJ<b|s)- 

t> b < fe^nmz m-(07 s. ; mm * u h & b < «-e©7 

(i i) ±IB$ U ^7°^ H *> b < it^(D7 5 K fc b < {^©I^f^tfc^©!, 
Ciii) ±l3^U^^5 1 H s bb<«^075 Hfct<l^©x^r;^fctt^© 
h-TS# U * £ u*? h\ (iv) SB»-S§ : 73, E^JI^t : 7 5, SB 
?>Jf£^: 7 7£fcte@B3Wf : 7 9T^fc>£ft575 /mBB?»J£|W|— feb< ttH 



WO 2004/080485 PCT/JP2004/003227 

100 

^^KSfctt*©*, (vi) ±135811 IX ^©aB^MT^Hi: 

25. (a) @a^j#^: iT°m2n%7$;mmmtm-hv<\tmnmzm 

-'©7 $ 7 mra^Wr^^ U H t>L/< &^©7 5Ffel/< 
*-r;P*fctt*-©tt©«tt£4eii*r«5, (b) @33Wt: 7 3, @E?U#^ : 

10 v < temnmzm-(D7 5 j mum 35 a s t> t, < ©g&#^ y^ 

(i) E?Wt: l-r^$tl^75/m@B^J<i:ll- i bL,<^K^lc^-©75 

15 ym&m%<smtz>'#v<7?-\ t bL<te j t<D7s. FfeKtt-eoixfM 

fci^©^©ffitt^^it-r^{b^tl^fe«^©^ (i i) ±|B# U ^7°^ H t> L 
<«*©75 FfeK«-e©XXf;^fe^©I, (iii) ±E#U^7°?H 
&L<«-£©75 HfeL<«^©x7.x;i-Sfc^©^n-F-r§^ij^^ 
K, (iv) : 73, S2^ : 7 5 , E^J#^ : 7 7 £fc«@B?iJ 

20 7 9Tgt)$tl^75y^SB^Jtl^- ! bb<^|IM{CiWI-©75/^@B 

fc^ft *&«*©& (v) ±tB®est & b < tt-e©fiK»^7*^ h *fctt-t©tt[, 

Ll^k^F©^. 
25 2 7. iftfUM&fcfcfLT* (i) HB#I## : 1 Tg^n^iS /^SB^Jt^- 
fc^ «^MI$K:l^-©7$ /^gB^J£^#T5^ 
5 -H %> L < «^©xx^;i/^fe«^©tl©«tt*{Eifr§{b-&^^fe«^©^ 
(i i) ±B# U K fe h < tt*©7 5 H t> V < (if ©x^TJ^fel^Ol, 
(iii) ±S2^D^7^Kt>b<&^-©75 HfeKUf oi^r^Sfca^© 
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<fi*:i-K-rs#y**W-^h\ (iv) E#|#^': 7 3, gS^J#^ : 7 5, SB 
&m%: 7 7 £fcte@B3Wt : 7 9 -emt>2 tl2>7 $ ;m®Mtm-h L< ttM 

5 ^^H*fctt-t©ift» (vi) ±ESSR'bt<tt-e©»^y5 1 K* 

2 8. (a) @3#i#-*t: n?us n$7 s y®@B^>jt(5i-t>L< 

10 Xx^^fctt-tOlfiCSttSffiJil-*, (b) S2^<J#^ : 7 3 , SB^iJ#^ : 

7 5, @B?>J#-^ : 7 7 £fc«BB3Wt : 7 9 T*mt>% n%>7 5. SMMPitm-b 

2 9. W»^»ffiJi3!MSffitT<5fcJe)0 (i) @23Wt : lT^£tl375/ 

15 mmm t 1> l < «hk ® t © 7 5 / ^gH^j s ^ u^r/^-Hfe 

£7c:te^©ii, (ii) ±E^U^5 1 Ht>L<tt-e©7$ Ht)U<(i-e©XXf 
;p*fctt*©*fc (iii) ±fE^U^7^K i bL<te^©75 K L < tt*©x 
Xf;^fcttf0t§3- h"f Stf U 2 £ 1/^-^ b\ (iv) S2^J#-^: 7 3, IB 
20 Pitt : 75, @B^>J#^ : 7 7 £fcteBB3Wt : 7 9 *C*fo$n575 /»Bi#l 

Rfel/<tt*©a&#<7^K3;fcKt£©:& (vi) ±|B®eKfeb<«^ 

» 

25 3 0. IB^Jft-^: lT^$tl?>7$y^E^J<i:lRl- ! bL<«IIR^{Cl^-©7 
5yi?i3^J^#T^#U^-/^F i bU<«-€-©7$ K b < &-£-©x;wi/ 

Sfctt±g3l?U^5 1 Kt>ly<a^©75 K ! bL<tt J E-©XX7- 
;p*fctt^©tt©jgtt*{EJiT*^«*fctt*©ift*^Vi5J:t&«FlRi:'r 
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1/1 



bo 
o. 



A 



K 



250 r 



200 - 



150 



100 



50 - 



0 






=3>hP 

— ;u 



NPW 
250 // g/kg 



NPW NPW 
1 000 v g/kg 2000 fi g/kg 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 

<120> Preventing or treating agent for upper gastrointestinal tract diseases 
<130> 3162WOOP 

<150> JP2003-68963 
<151> 2003-3-13 

<160> 80 

<210> 1 
<211> 23 
<212> PRT 
<213> Human 

<400> 1 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu 

20 

<210> 2 
<211> 30 
<212> PRT 
<213> Human 



<400> 2 
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* 

Trp Tyr Lys His Yal Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp 

20 25 30 

<210> 3 
<211> 69 
<212> DNA 
<213> Human 

<400> 3 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctg 69 

<210> 4 
<211> 90 
<212> DNA 
<213> Human 

<400> 4 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctcacc ctatctgtgg 90 

<210> 5 
<211> 375 
<212> DNA 
<213> Human 



<400> 5 
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aactccactg cgcgcccaaa cccagccgag ccggttcgtg gcccgccccg ccgggcggcc 60 

gtcgacgcga gcgccctggc gtggcgccca ggggagcggg gggctcccgc gagccggccg 120 

cggctggcac tgctgctgc.t tctgctcctg ctgccgctgc cctccggcgc gtggtacaag 180 

cacgtggcga gtccccgcta ccacacggtg ggccgcgccg ctggcctgct catggggctg 240 

cgtcgctcac cctatctgtg gcgccgcgcg ctgcgcgcgg ccgccgggcc cctggccagg 300 

gacaccctct cccccgaacc cgcagcccgc gaggctcctc tcctgctgcc ctcgtgggtt 360 

caggagctgt gggag 375 

<210> 6 
<211> 125 
<212> PRT 
<213> Human 



<400> 6 

Asn Ser Thr Ala Arg Pro Asn Pro Ala Glu Pro Val Arg Gly Pro Pro 
15 10 15 

Arg Arg Ala Ala Val Asp Ala Ser Ala Leu Ala Trp Arg Pro Gly Glu 

20 25 30 

Arg Gly Ala Pro Ala Ser Arg Pro Arg Leu Ala Leu Leu Leu Leu Leu 

35 40 45 

Leu Leu Leu Pro Leu Pro Ser Gly Ala Trp Tyr Lys His Val Ala Ser 

50 55 60 

Pro Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu 
65 70 75 80 

Arg Arg Ser Pro Tyr Leu Trp Arg Arg Ala Leu Arg Ala Ala Ala Gly 

85 90 95 

Pro Leu Ala Arg Asp Thr Leu Ser Pro Glu Pro Ala Ala Arg Glu Ala 

100 105 110 

Pro Leu Leu Leu Pro Ser Trp Val Gin Glu Leu Trp Glu 

* 
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115 120 125 

<210> 7 
<211> 29 
<212> PRT 
<213> Human 

<400> 7 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu 

20 25 

<210> 8 
<211> 28 
<212> PRT 
<213> Human 

<400> 8 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

• Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr 

20 25 

<210> 9 
<211> 27 
<212> PRT 
<213> Human 
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<400> 9 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Yal Gly Arg Ala 
1 5 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro 

20 25 

<210> 10 
<211> 26 
<212> PRT 
<213> Human 

<400> 10 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser 

20 25 

<210> 11 
<211> 25 
<212> PRT 
<213> Human 

<400> 11 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg 

20 25 



<210> 12 
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<211> 24 

<212> PRT 
<213> Human 

<400> 12 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg 

20 

<210> 13 
<211> 87 
<212> DNA 
<213> Human 

<400> 13 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctcacc ctatctg 87 

<210> 14 
<211> 84 
<212> DNA 
<213> Human 

<400> 14 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atggggctgc gtcgctcacc ctat 84 

<210> 15 
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<211> 81 

<212> DNA 
<213> Human 



<400> 15 

tggtacaagc acgtggcgag tccccgctac 
atggggctgc gtcgctcacc c 

<210> 16 
<211> 78 
<212> DNA 
<213> Human 

<400> 16 

tggtacaagc acgtggcgag tccccgctac 
atggggctgc gtcgctca 

<210> 17 
<211> 75 
<212> DNA 
<213> Human 

<400> 17 

tggtacaagc acgtggcgag tccccgctac 
atggggctgc gtcgc 

<210> 18 
<211> 72 
<212> DNA 



cacacggtgg gccgcgccgc tggcctgctc 60 

81 



cacacggtgg gccgcgccgc tggcctgctc 60 

78 



cacacggtgg gccgcgccgc tggcctgctc 60 

75 
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<213> Human 
<400> 18 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 

atggggctgc gt 72 

<210> 19 
<211> 719 
<212> DNA 
<213> Human 

<400> 19 

ggcggggcca ccgagcggtt atagctgggc ctgcagggga cccacggctc gcctccagcc 60 

tcctgcgctc cggtacctgg gcgtcccaac tccactgcgc gcccaaaccc agccgagccg 120 

gttcgtggcc cgccccgccg ggcggccgtc gacgcgagcg ccctggcgtg gcgcccaggg 180 

gagcgggggg ctcccgcgag ccggccgcgg ctggcactgc tgctgcttct gctcctgctg 240 

ccgctgccct ccggcgcgtg gtacaagcac gtggcgagtc cccgctacca cacggtgggc 300 

cgcgccgctg gcctgctcat ggggctgcgt cgctcaccct atctgtggcg ccgcgcgctg 360 

cgcgcggccg ccgggcccct ggccagggac accctctccc ccgaacccgc agcccgcgag 420 

gctcctctcc tgctgccctc gtgggttcag gagctgtggg agacgcgacg caggagctcc 480 

caggcaggga tccccgtccg tgcgccccgg agcccgcgcg ccccagagcc tgcgctggaa 540 

ccggagtccc tggacttcag cggagctggc cagagacttc ggagagacgt ctcccgccca 600 

gcggtggacc ccgcagcaaa ccgccttggc ctgccctgcc tggcccccgg accgttctga 660 

cagcgtcccc cgcccgcccg tggcgcctcc gcgcctgacc caggaggagt ggccgcgcg 719 



<210> 20 
<211> 165 
<212> PRT 
<213> Human 
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<400> 20 

Leu Ala Trp Arg Pro Gly Glu Arg Gly Ala Pro Ala Ser Arg Pro Arg 
1 5 10 15 

Leu Ala Leu Leu Leu Leu Leu Leu Leu Leu Pro Leu Pro Ser Gly Ala 

20 25 30 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 

35 40 45 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp Arg Arg 

50 55 60 

Ala Leu Arg Ala Ala Ala Gly Pro Leu Ala Arg Asp Thr Leu >Ser Pro 
65 70 75 80 

Glu Pro Ala Ala Arg Glu Ala Pro Leu Leu Leu Pro Ser Trp Val Gin 

85 90 95 

Glu Leu Trp Glu Thr Arg Arg Arg Ser Ser Gin Ala Gly He Pro Val 

100 105 110 

Arg Ala Pro Arg Ser Pro Arg Ala Pro Glu Pro Ala Leu Glu Pro Glu 

115 120 125 

Ser Leu Asp Phe Ser Gly Ala Gly Gin Arg Leu Arg Arg Asp Val Ser 

130 135 140 

Arg Pro Ala Val Asp Pro Ala Ala Asn Arg Leu Gly Leu Pro Cys Leu 
145 150 155 160 

Ala Pro Gly Pro Phe 

165 

<210> 21 
<211> 17 
<212> PRT 
<213> Porcine 
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<400> 21 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
1 5 10 15 

Ala 

<210> 22 
<211> 565 
<212> DNA 
<213> Porcine 



<400> 22 

cctccggagc cagttcctgg tccgccccgc 
gcggcatggg agcgcggggc ccgggaccgg 
tgctgttact gctgctgctg ctgccgctgc 
gtccccgcta ccacacggtg ggccgcgccg 
cctacatgtg gcgccgcgcg ctgcgcccgg 
gccaggacgt gccccctcgg ggaccctccg 
ctcgcgacgc tccgctgctt ccccccgggg 
gcttccgctc cgggatcccg gtcagtgcgc 
cgcaaccgga attgggcgcc tcttcctgga 
agtcttcagc tcagcggtgg tctgc 

<210> 23 
<211> 159 
<212> PRT 
<213> Porcine 



cgggagccgt cagcatgaac ccccgggcac 60 

gggccactgc gaggcgccgg ctgctggcat 120 

ccgcccgtgc ctggtacaag cacacggcga 180 

cgggcctgct catggggctg cgccgctcgc 240 

cggccgggcc cctggcctgg gacactttcg 300 

ccaggaacgc cctctctccg gggcccgccc 360 

ttcagacact gtggcaggtg cgacgcggaa 420 

cccgcagccc gcgcgcccgg gggtccgagc 480 

cctcggcgga gtagaccaga gccttcggag 540 

565 



<400> 23 
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Met Asn Pro Arg Ala Arg Gly Met Gly Ala Arg Gly Pro Gly Pro Gly 
15 10 15 

Ala Thr Ala Arg Arg Arg Leu Leu Ala Leu Leu Leu Leu Leu Leu Leu 

20 25 30 

Leu Pro Leu Pro Ala Arg Ala Trp Tyr Lys His Thr Ala Ser Pro Arg 

35 40 45 

Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu Arg Arg 

50 .55 60 

Ser Pro Tyr Met Trp Arg Arg Ala Leu Arg Pro Ala Ala Gly Pro Leu 
65 70 75 80 

Ala Trp Asp Thr Phe Gly Gin Asp Val Pro Pro Arg Gly Pro Ser Ala 

85 90 95 

Arg Asn Ala Leu Ser Pro Gly Pro Ala Pro Arg Asp Ala Pro Leu Leu 

100 105 110 

Pro Pro Gly Val Gin Thr Leu Trp Gin Val Arg Arg Gly Ser Phe Arg 

115 120 125 

Ser Gly He Pro Val Ser Ala Pro Arg Ser Pro Arg Ala Arg Gly Ser 

130 135 140 

Glu Pro Gin Pro Glu Leu Gly Ala Ser Ser Trp Thr Ser Ala Glu 
145 150 155 



<210> 24 
<211> 23 
<212> PRT 
<213> Porcine 



<400> 24 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 



WO 2004/080485 PCT/JP2004/003227 

12/41 

Ala Gly Leu Leu Met Gly Leu 

20 

<210> 25 
<2U> 30 
<212> PRT 
<213> Porcine 

<400> 25 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Met Trp 

20 25 30 



<210> 26 
<211> 69 
<212> DNA 
<213> Porcine 



<400> 26 

tggtacaagc acacggcgag tccccgctac cacacggtgg gccgcgccgc gggcctgctc 60 
atggggctg 69 

<210> 27 
<211> 90 
<212> DNA 
<213> Porcine 



<400> 27 



WO 2004/080485 PCT/JP2004/003227 

13/41 

tggtacaagc .acacggcgag tccccgctac cacacggtgg gccgcgccgc gggcctgctc 60 

atggggctgc gccgctcgcc ctacatgtgg 90 

<210> 28 
<211> 684 
<212> DNA 
<213> Rat 

<400> 28 

tgtagtcgca ccaactgact agtctcttcc atcctccgga gctccgacgt tctcggggac 60 

ataaaccctg ttcttgtcct aacccgccaa ggggccatgg acttgagcgc gctggcgtcg 120 

agcagagaag tacggggccc tgggcccggg gctccggtga accggcccct gctaccgcta 180 

ctgctgcttc tgctcttgct acctctgccc gccagcgcct ggtacaagca cgtggcgagc 240 

cctcgctatc acacagtggg tcgtgcctcc gggctgctca tggggctgcg ccgctcgccc 300 

tacctgtggc gccgtgcctt gggtggggcc gctggaccgc tcgtggggct cccgggacag 360 

atggcccgca gcgctctcct gcttccttcc cccgggcagg agctgtggga ggtacgaagc 420 

aggagttcac cggcaggact tcccgtgcat gcaacccgga gtctgcggga cctggaggga 480 

gccggccaac ctgagcagtc gctaagcttt cagtcctgga cttcagcaga gcccgctgct 540 

agagccttcg gtgagacgct tcgtgcccag ccatggttcc tgcagcaaat catctttgcc 600 

gatcctgtca ggctcgacga ccgtctcaag aaccgatggc gcccccgtgc ttgacctaag 660 

caggagcaca gcttgtagct ccag 684 

<210> 29 
<211> 185 
<212> PRT 
<213> Rat 

<400> 29 

Met Asp Leu Ser Ala Leu Ala Ser Ser Arg Glu Val Arg Gly Pro Gly 
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15 10 15 

Pro Gly Ala Pro Val Asn Arg Pro Leu Leu Pro Leu Leu Leu Leu Leu 

20 25 30 

Leu Leu Leu Pro Leu Pro Ala Ser Ala Trp Tyr Lys His Val Ala Ser 

35 40 45 

Pro Arg Tyr His Thr Val Gly Arg Ala Ser Gly Leu Leu Met Gly Leu 

50 55 60 

Arg Arg Ser Pro Tyr Leu Trp Arg Arg Ala Leu Gly Gly Ala Ala Gly 
65 70 75 80 

Pro Leu Val Gly Leu Pro Gly Gin Met Ala Arg Ser Ala Leu Leu Leu 

85 90 95 

Pro Ser Pro Gly Gin Glu Leu Trp Glu Val Arg Ser Arg Ser Ser Pro 

100 . 105 110 

Ala Gly Leu Pro Val His Ala Thr Arg Ser Leu Arg Asp Leu Glu Gly 

115 120 125 

Ala Gle Gin Pro Glu Gin Ser Leu Ser Phe Gin Ser Trp Thr Ser Ala 

130 135 140 

Glu Pro Ala Ala Arg Ala Phe Gly Glu Thr Leu Arg Ala Gin Pro Trp 
145 150 155 160 

Phe Leu Gin Gin He He Phe Ala Asp Pro Val Arg Leu Asp Asp Arg 

165 170 175 

Leu Lys Asn Arg Trp Arg Pro Arg Ala 

180 185 



<210> 30 
<211> 23 
<212> PRT 
<213> Rat 



WO 2004/080485 PCT/JP2004/003227 

15/41 

<400> 30 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ser Gly Leu Leu Met Gly Leu 

20 

<210> 31 
<211> 30 
<212> PRT 
<213> Rat 



<400> 31 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Leu Trp 

20 25 30 



<210> 32 
<211> 69 
<212> DNA 
<213> Rat 



<400> 32 

tggtacaagc acgtggcgag ccctcgctat cacacagtgg gtcgtgcctc cgggctgctc 60 
atggggctg 69 



<210> 33 
<211> 90 
<212> DNA 
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<400> 33 

tggtacaagc acgtggcgag ccctcgctat cacacagtgg gtcgtgcctc cgggctgctc 60 
atggggctgc gccgctcgcc ctacctgtgg 90 

<210> 34 
<211> 659 
<212> DNA 
<213> Mouse 

<400> 34 

tgactggtct ccatcctctg gagctccgac gtgctcgttc tcggagacat aaacccagtt 60 

cttgtcctaa ccctccaagg ggcaattgac gtgagcgcgc tggcgtctaa cagagaagta 120 

cggggccctg ggcccgggac tcccaggaac cggcccctgc tgcccctgct gctgcttctg 180 

ctcttgctac cgctgcccgc cagcgcctgg tataagcacg tggcgagtcc ccgctatcac 240 

acagtgggtc gtgcctccgg gctgctcatg gggctgcgcc gctcgcccta ccagtggcgc 300 

cgtgccctgg gcggggctgc tggacccctc tcccggctcc caggaccggt cgcccgcggc 360 

gctctcctgc ttccttcctc agggcaggag ctgtgggagg tacgaagcag gagctcacct 420 

gcagggcttc ccgtccatgc accctggagt ccgcgggacc tggagggagt ccgccaaccg 480 

gagcagtcgc taagccttca ctcctggatc tcagaggagc ccgctgctag agccttcgga 540 

gagacgcttc gtgcccagcc atggttcctg cagcaagtca tctttgccga tcctgtcagg 600 

cccaagaacc gatggcgccc ccatgcttga cctaggcagg agcacagctt gaagctcca 659 

<210> 35 
<211> 176 
<212> PRT 
<213> Mouse 
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<400> 35 

Leu Ala Ser Asn Arg Glu Val Arg Gly Pro Gly Pro Gly Thr Pro Arg 
1 5 X 10 15 

Asn Arg Pro Leu Leu Pro Leu Leu Leu Leu Leu Leu Leu Leu Pro Leu 

20 25 30 

Pro Ala Ser Ala Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr 

35 40 45 

Val Gly Arg Ala Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr 

50 55 60 

Gin Trp Arg Arg Ala Leu Gly Gly Ala Ala Gly Pro Leu Ser Arg Leu 
65 70 75 80 

Pro Gly Pro Val Ala Arg Gly Ala Leu Leu Leu Pro Ser Ser Gly Gin 

85 90 95 

Glu Leu Trp Glu Val Arg Ser Arg Ser Ser Pro Ala Gly Leu Pro Val 

100 105 110 

His Ala Pro Trp Ser Pro Arg Asp Leu Glu. Gly Val Arg Gin Pro Glu 

115 120 125 

Gin Ser Leu Ser Leu His Ser Trp lie Ser Glu Glu Pro Ala Ala Arg 

130 135 140 

Ala Phe Gly Glu Thr Leu Arg Ala Gin Pro Trp Phe Leu Gin Gin Val 
145 150 155 160 

He Phe Ala Asp Pro Val Arg Pro Lys Asn Arg Trp Arg Pro His Ala 

165 170 175 

« 

<210> 36 
<211> 23 
<212> PRT 
<213> Mouse 
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<400> 36 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 



Ser Gly Leu Leu Met Gly Leu 

20 

<210> 37 
<211> 30 
<212> PRT 
<213> Mouse 

<400> 37 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ser Gly Leu Leu Met Gly Leu Arg Arg Ser Pro Tyr Gin Trp 



<210> 38 
<211> 69 
<212> DNA 
<213> Mouse 

<400> 38 



tggtataagc acgtggcgag tccccgctat cacacagtgg gtcgtgcctc cgggctgctc 60 



10 



15 



20 



25 



30 



atggggctg 



69 



<210> 39 



<211> 90 



<212> DNA 
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<213> Mouse 
<40Q> 39 

tggtataagc acgtggcgag tccccgctat cacacagtgg gtcgtgcctc cgggctgctc 60 
atggggctgc gccgctcgcc ctaccagtgg 90 

<210> 40 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 21st position means Met(O) 
<223> 

<400> 40 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Xaa Gly Leu 

20 

<210> 41 
<211> 22 
<212> PRT 
<213> Human 

<400> 41 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly 
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20 



<210> 42 
<211> 21 
<212> PRT 
<213> Human 



<400> 42 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
. 1 5 10 15 

Ala Gly Leu Leu Met 

20 



<210> 43 
<211> 20 
<212> PRT 
<213> Human 



<400> 43 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu 

20 

<210> 44 
<211> 19 
<212> PRT 
<213> Human 
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<400> 44 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu 

<210> 45 
<211> 18 
<212> PRT 
<213> Human 

<400> 45 
Trp Tyr Lys 
1 

Ala Gly 

<210> 46 
<211> 17 
<212> PRT 
<213> Human 

<400> 46 
Trp Tyr Lys 
1 

Ala 

<210> 47 
<211> 16 
<212> PRT 
<213> Human 



His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
5 10 15 



His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
5 10 15 
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<400> 47 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

<210> 48 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 21st position means Met(O) 
<223> 

<400> 48 

Trp Tyr Lys His Thr Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Xaa Gly Leu 

20 

<210> 49 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 21st position means Met(O) 
<223> 

■ 

<400> 49 

Trp Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
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1 5 10 15 

Ser Gly Leu Leu Xaa Gly Leu 

20 

<210> 50 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means Fmoc Trp 
<223> 

<400> 50 

Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu Met Gly Leu 

20 

<210> 51 
<211> 23 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means Ac Trp 
<223> 

<400> 51 

Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 
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Ala Gly Leu Leu Met Gly Leu 

20 

<210> 52 
<211> 22 
<212> PRT 
<213> Human 

<400> 52 

Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 
1 5 10 15 

Gly Leu Leu Met Gly Leu 

20 



<210> 53 
<211> 20 
<212> PRT 
<213> Human 



<400> 53 

His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu 
1 5 10 15 

Leu Met Gly Leu 

20 



<210> 54 
<211> 15 
<212> PRT 
<213> Human 
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<400> 54 

Arg Tyr His Thr Val Gly Arg Ala Ala Gly Leu Leu Met Gly Leu 
15 10 15 

<210> 55 
<211> 9 
<212> PRT 
<213> Human 

<400> 55 

Arg Ala Ala Gly Leu Leu Met Gly Leu 
1 5 

<210> 56 
<211> 22 . 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means Ac Tyr 
<223> 

<400> 56 

Xaa Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 
15 10 15 

Gly Leu Leu Met Gly Leu 

20 

<210> 57 
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<211> 23 

<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means DTrp 
<223> 

<400> 57 

Xaa Tyr Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 

15 10 15 

Ala Gly Leu Leu Met Gly Leu 

20 

<210> 58 
<211> 22 
<212> PRT 

<213> Artificial Sequence 

<220> Xaa on the 1st position means 3-Indolepropanoyl Tyr 

<223> 

<400> 58 

Xaa Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala Ala 

15 10 15 

Gly Leu Leu Met Gly Leu 

20 

i 

<210> 59 
<211> 66 
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<212> DNA 
<213> Human 

<400> 59 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 
atgggg 66 

<210> 60 
<211> 63 
<212> DNA 
<213> Human 

<400> 60 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 
atg 

<210> 61 
<211> 60 
<212> DNA 
<213> Human 

<400> 61 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 

<210> 62 
<211> 57 
<212> DNA 
<213> Human 



60 
63 
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<400> 62 



tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctg 



57 



<210> 63 
<211> 54 
<212> DNA 
<213> Human 

<400> 63 

tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggc 54 

<210> 64 
<211> 51 
<212> DNA 
<213> Human 



<400> 64 



tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc t 



51 



<210> 65 



<211> 48 



<212> DNA 



<213> Human 



<400> 65 



tggtacaagc acgtggcgag tccccgctac cacacggtgg gccgcgcc 



48 



<210> 66 



<211> 66 
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<212> DNA 
<213> Human 

<400> 66 

tacaagcacg tggcgagtcc ccgctaccac acggtgggcc gcgccgctgg cctgctcatg 60 
gggctg 66 

<210> 67 
<211> 60 
<212> DNA 
<213> Human 

<400> 67 

cacgtggcga gtccccgcta ccacacggtg ggccgcgccg ctggcctgct catggggctg 60 

<210> 68 
<211> 45 
<212> DNA 
<213> Human 

<400> 68 

cgctaccaca cggtgggccg cgccgctggc ctgctcatgg ggctg 45 

i 

<210> 69 
<211> 27 
<212> DNA 
<2 1 3> Human 



<400> 69 
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cgcgccgctg gcctgctcat ggggctg 27 

<210> 70 
<211> 51 
<212> DNA 
<213> Porcine 

<400> 70 

tggtacaagc acacggcgag tccccgctac cacacggtgg gccgcgccgc g 51 

<210> 71 
<211> 20 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Designed peptide 
<400> 71 

Trp Phe Lys His Val Ala Ser Pro Arg Tyr His Thr Val Gly Arg Ala 
15 10 15 

Ala Gly Leu Leu 

20 

<210> 72 
<211> 60 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> 
<400> 72 

tggttcaagc acgtggcgag tccccgctac cacacggtgg gccgcgccgc tggcctgctc 60 

<210> 73 
<211> 333 
<2I2> PRT 
<213> Human 

<400> 73 

Met Gin Ala Ala Gly His Pro Glu Pro Leu Asp Ser Arg Gly Ser Phe 
15 10 15 

Ser Leu Pro Thr Met Gly Ala Asn Val Ser Gin Asp Asn Gly Thr Gly 

20 25 30 

His Asn Ala Thr Phe Ser Glu Pro Leu Pro Phe Leu Tyr Val Leu Leu 

35 40 45 

Pro Ala Val Tyr Ser Gly He Cys Ala Val Gly Leu Thr Gly Asn Thr 

50 55 60 

Ala Val He Leu Val He Leu Arg Ala Pro Lys Met Lys Thr Val Thr 
65 70 75 80 

Asn Val Phe He Leu Asn Leu Ala Val Ala Asp Giy Leu Phe Thr Leu 

85 90 95 

Val. Leu Pro Val Asn He Ala Glu His Leu Leu Gin Tyr Trp Pro Phe 

100 105 110 

Gly Glu Leu Leu Cys Lys Leu Val Leu Ala Val Asp His Tyr Asn He 
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115 120 125 

Phe Ser Ser He Tyr Phe Leu Ala Val Met Ser Val Asp Arg Tyr Leu 

130 135 HO 

Val Val Leu Ala Thr Val Arg Ser Arg His Met Pro Trp Arg Thr Tyr 
145 150 155 160. 

Arg Gly Ala Lys Val Ala Ser Leu Cys Val Trp Leu Gly Val Thr Val 

165 170 175 

Leu Val Leu Pro Phe Phe Ser Phe Ala Gly Val Tyr Ser Asn Glu Leu 

180 185 190 

Gin Val Pro Ser Cys Gly Leu Ser Phe Pro Trp Pro Glu Gin Val Trp 

195 200 205 

Phe Lys Ala Ser Arg Val Tyr Thr Leu Val Leu Gly Phe Val Leu Pro 

210 215 220 

Val Cys Thr He Cys Val Leu Tyr Thr Asp Leu Leu Arg Arg Leu Arg 
225 230 235 240 

Ala Val Arg Leu Arg Ser Gly Ala Lys Ala Leu Gly Lys Ala Arg Arg 

245 250 255 

Lys Val Thr Val Leu Val Leu Val Val Leu Ala Val Cys Leu Leu Cys 

260 265 270 

Trp Thr Pro Phe His Leu Ala Ser Val Val Ala Leu Thr Thr Asp Leu 

275 280 285 

Pro Gin Thr Pro Leu Val He Ser Met Ser Tyr Val He Thr Ser Leu 

290 295 300 

Ser Tyr Ala Asn Ser Cys Leu Asn Pro Phe Leu Tyr Ala Phe Leu Asp 
305 310 315 320 

Asp Asn Phe Arg Lys Asn Phe Arg Ser He Leu Arg Cys 

325 330 
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<211> 999 
<212> DNA 
<213> Human 



<400> 74 

atgcaggccg ctgggcaccc agagcccctt gacagcaggg gctccttctc cctccccacg 60 

atgggtgcca acgtctctca ggacaatggc actggccaca atgccacctt ctccgagcca 120 

ctgccgttcc tctatgtgct cctgcccgcc gtgtactccg ggatctgtgc tgtggggctg 180 

actggcaaca cggccgtcat ccttgtaatc ctaagggcgc ccaagatgaa gacggtgacc 240 

aacgtgttca tcctgaacci ggccgtcgcc gacgggctct tcacgctggt actgcccgtc 300 

aacatcgcgg agcacctgct gcagtactgg cccttcgggg agctgctctg caagctggtg 360 

ctggccgtcg accactacaa catcttctcc agcatctact tcctagccgt gatgagcgtg 420 

gaccgatacc tggtggtgct ggccaccgtg aggtcccgcc acatgccctg gcgcacctac 480 

cggggggcga aggtcgccag cctgtgtgtc tggctgggcg tcacggtcct ggttctgccc 540 

ttcttctctt tcgctggcgt ctacagcaac gagctgcagg tcccaagctg tgggctgagc 600 

ttcccgtggc ccgagcgggt ctggttcaag gccagccgtg tctacacttt ggtcctgggc 660 

ttcgtgctgc ccgtgtgcac catctgtgtg ctctacacag acctcctgcg caggctgcgg 720 

gccgtgcggc tccgctctgg agccaaggct ctaggcaagg ccaggcggaa ggtgaccgtc 780 

ctggtcctcg tcgtgctggc cgtgtgcctc ctctgctgga cgcccttcca cctggcctct 840 

gtcgtggccc tgaccacgga cctgccccag accccactgg tcatcagtat gtcctacgtc 900 

atcaccagcc tcacgtacgc caactcgtgc ctgaacccct tcctctacgc ctttctagat 960 

gacaacttcc ggaagaactt ccgcagcata ttgcggtgc 999 



<210> 75 
<211> 329 
<212> PRT 
<213> Rat 



<400> 75 
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Met His Asn Leu Ser Leu Phe Glu Pro Gly Arg Gly Asn Val Ser Cys 

5 10 15 

Gly Gly Pro Phe Leu Gly Cys Pro Asn Glu Ser Asn Pro Ala Pro Leu 

20 25 30 

Pro Leu Pro Gin Pro Leu Ala Val Ala Val Pro Val Val Tyr Gly Val 

35 40 45 

He Cys Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu 

50 55 60 

Leu Arg Thr Pro Arg Met Lys Thr Val Thr Asn Val Phe lie Leu Asn 
65 70 75 80 

Leu Ala He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He 

85 90 95 

Ala Asp Phe Leu Leu Arg Arg Trp Pro Phe Gly Glu Val Met Cys Lys 

100 105 110 

Leu He Val Ala Val Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe 

115 120 125 

Leu Ala Val Met Ser Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala 

130 135 140 

Glu Ser Arg Arg Val Ser Gly Arg Thr Tyr Gly Ala Ala Arg Ala Val 
145 150 155 - 160 

Ser Leu Ala Val Trp Ala Leu Val Thr Leu Val Val Leu Pro Phe Ala 

165 170 175 

Val Phe Ala Arg Leu Asp Glu Glu Gin Gly Arg Arg Gin Cys Val Leu 

180 185 190 

Val Phe Pro Gin Pro Glu Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr 

195 200 205 

Thr Leu Val Leu Gly Phe Ala He Pro Val Ser Thr He Cys Ala Leu 

210 215 220 

Tyr He Thr Leu Leu Cys Arg Leu Arg Ala He Gin Leu Asp Ser His 
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225 230 235 240 

Ala Lys Ala Leu Asp Arg Ala Lys Lys Arg Val Thr Leu Leu Val Val 

245 250 255 

Ala He Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser 

260 265 270 

Thr lie Val Ala Leu Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He 

275 280 285 

Gly He Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu 

290 295 300 

Asn Pro Phe Leu Tyr Ala Phe Leu Asp Asp Ser Phe Arg Arg Ser Leu 
305 310 315 320 

Arg Gin Leu Val Ser Cys Arg Thr Ala 

325 

♦ 

<210> 76 
<2U> 987 
<212> DNA 
<213> Rat 



<400> 76 

atgcacaact tgtcgctctt cgagcctggc 
ttgggctgtc ctaacgagtc gaacccagcg 
gcagtgcctg tggtctacgg ggtgatctgc 
ctgtacgtac tgctgcgcac gccgcgcatg 
ctggctatcg cggacgagct cttcaccctc 
ctgaggcgct ggcccttcgg ggaagtcatg 
aacaGtttct ctagcctcta cttcctcgcc 
ctggccacag ccgagtcgcg ccgggtgtcc 
agtctggcgg tgtgggcgct ggtgacattg 



aggggcaatg tgtcttgcgg cggcccattt 60 

cctctgccac tgccgcagcc tctggcggta 120 

gcggtgggac tggcgggcaa ctccgcggtg 180 

aagactgtta ccaacgtgtt cattctcaac 240 

gtgctgccca tcaacatcgc ggacttcctg 300 

tgcaagctca tcgtggctgt cgaccagtac 360 

gtcatgagcg cagaccgcta cctggttgtc 420 

gggcgcactt atggtgcagc gcgggctgtc 480 

gtcgtgctgc cttttgcggt attcgcccgg 540 
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ctggacgaag agcagggtcg gcgtcagtgc 
tggtggcgcg ccagccgtct gtacactcta 
atctgcgccc tctatatcac cctgttgtgc 
gccaaggccc tggaccgtgc caagaagcgc 
gtgtgcctcc tctgctggac accgtaccac 
ctcccgcaaa caccgttggt catcggcatc 
aacagctgcc tcaacccttt cctctatgcc 
cggcagctgg tgtcatgccg cacagcc 
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gtgctggtct tcccgcagcc tgaggccttc 600 
gtgttgggct tcgccatccc ggtgtccacc 660 
cgactgcgtg ctatccagct agacagccac 720 
gtgaccttgt tggtggtggc gattctggct 780 
ctgagcacca tagtggcgct caccaccgac 840 
tcttacttca tcaccagtct gagctatgcc 900 
ttcctggacg acagcttccg caggagcctg 960 

987 



<210> 77 
<2U> 329 
<212> PRT 
<213> Mouse 



<400> 77 

Met His Asn Leu Thr Leu Phe Glu Ser Gly Gly Asp Asn Val Ser Cys 



10 



15 



Gly Gly Ser Ser Leu Gly Cys Pro Asn Gly Ser Ser Leu Ala Pro Leu 



20 



25 



30 



Pro Leu Pro Gin Pro Leu Ala Val Ala Val Pro Val Val Tyr Gly Val 



35 



40 



45 



He Cys Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu 

50 55 60 

Leu Arg Thr Pro Arg Met Lys Thr Val Thr Asn Val Phe He Leu Asn 



65 



70 



75 



80 



Leu Ala He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He 



85 



90 



95 



Ala Asp Phe Leu Leu Arg Arg Trp Pro Phe Gly Glu Val Met Cys Lys 



100 



105 



110 
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Leu He Val Ala Val Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe 

115 120 125 

Leu Ala Val Met Ser Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala 

130 135 140 

Glu Ser Arg Arg Val Ser Gly Arg Thr Tyr Gly Ala Ala Arg Ala Val 
145 150 155 160 

Ser Leu Ala Val Trp Ala Leu Val Thr Leu Val Val Leu Pro Phe Ala 

165 170 175 

Val Phe Ala Arg Leu Asp Glu Glu Gin Gly Arg Arg Gin Cys Val Leu 

ISO 185 190 

Val Phe Pro Gin Pro Glu Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr 

195 200 205 

Thr Leu Val Leu Gly Phe Ala lie Pro Val Thr Thr He Cys Ala Leu 

210 215 220 

Tyr Thr Thr Leu Leu Cys Arg Leu Arg Ala He Gin Leu Asp Ser His 
225 230 235 240 

Ala Lys Ala Leu Asp Arg Ala Lys Lys Arg Val Thr Leu Leu Val Ala 

245 250 255 

Ala He Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser 

260 265 270 

Thr He Val Ala Leu Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He 

275 280 285 

Gly He Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu 

290 295 300 

Asn Pro Phe Leu Tyr Ala Phe Leu Asp Asp Ser Phe Arg Arg Ser Leu 
305 310 315 320 

Arg Gin Leu Val Ser Cys Arg Ser Ala 

325 
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<210> 78 
<211> 987 
<212> DNA 
<213> Mouse 

<400> 78 

atgcataact taacgctttt cgagtctgga ggggacaacg tgtcttgcgg cggctcatct 60 

ttgggctgtc ccaacgggtc cagcctggct cctctgccgc tgccgcagcc actggcggta 120 

gcagtgcctg tcgtctacgg ggtaatttgc gccgtgggac tggctggcaa ctctgcggtg 180 

ctgtacgtac tgctgcgcac gccgcgcatg aagactgtca ccaacgtgtt catcctcaac 240 

ctggctatcg ccgatgagct cttcaccctc gtgctgccca tcaacatcgc ggacttcctg 300 

ctgaggcgct ggcccttcgg ggaggtcatg tgcaagctca ttgtagccgt cgaccagtac 360 

aacactttct ctagcctcta cttcctcgcc gtcatgagcg ccgaccgata cctggtggtt 420 

ctggccacag cagagtcgcg ccgggtgtcc gggcgcactt acggtgcagc gcgtgctgtc 480 

agtctggcgg tgtgggcgct ggtgacgctg gtcgtgctgc cctttgcggt attcgctcgg 540 

ctggacgagg agcagggtcg gcgccagtgc gtgctggtct tcccgcagcc cgaggccttc 600 

tggtggcgtg ccagccgtct ctacacacta gtattgggct ttgccatccc ggtgaccacc 660 

atctgtgctc tctataccac tctgctctgc cgactgcgtg ctatccagct agatagccac 720 

gccaaggccc tggatcgtgc caagaagcgc gtgaccttgt tggtggcggc gattctggct 780 

gtgtgcctcc tctgctggac gccttatcac ctgagtacca tagtggccct caccaccgac 840 

ctcccgcaaa cgccgctggt catcggcatc tct tact tea tcaccagcct gagctatget 900 

aacagctgcc tcaacccttt cctctatgcc ttcctggacg acagcttccg cagaagcctc 960 

eggcaattgg tgtcatgccg ttcagee 987 

<210> 79 
<211> 328 
<212> PRT 
<213> Human 
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<400> 79 

Met Asp Asn Ala Ser Phe Ser Glu Pro Trp Pro Ala Asn Ala Ser Gly 

5 10 15 

Pro Asp Pro Ala Leu Ser Cys Ser Asn Ala Ser Thr Leu Ala Pro Leu 

20 25 30 

Pro Ala Pro Leu Ala Val Ala Val Pro Val Val Tyr Ala Val He Cys 

35 40 45 

Ala Val Gly Leu Ala Gly Asn Ser Ala Val Leu Tyr Val Leu Leu Arg 

50 55 60 

Ala Pro Arg Met Lys Thr Val Thr Asn Leu Phe He Leu Asn Leu Ala 
65 70 75 80 

He Ala Asp Glu Leu Phe Thr Leu Val Leu Pro He Asn He Ala Asp 

85 90 95 

Phe Leu Leu Arg Gin Trp Pro Phe Gly Glu Leu Met Cys Lys Leu He 

100 105 110 

Val Ala He Asp Gin Tyr Asn Thr Phe Ser Ser Leu Tyr Phe Leu Thr 

115 120 125 

Val Met Ser Ala Asp Arg Tyr Leu Val Val Leu Ala Thr Ala Glu Ser 

130 135 140 

Arg Arg Val Ala Gly Arg Thr Tyr Ser Ala Ala Arg Ala Val Ser Leu 
145 150 155 160 

Ala Val Trp Gly He Val Thr Leu Val Val Leu Pro Phe Ala Val Phe 



Ala Arg Leu Asp Asp Glu Gin Gly Arg Arg Gin Cys Val Leu Val Phe 

180 185 190 

Pro Gin Pro Glu Ala Phe Trp Trp Arg Ala Ser Arg Leu Tyr Thr Leu 

. 195 200 205 

Val Leu Gly Phe Ala He Pro Val Ser Thr He Cys Val Leu Tyr Thr 



165 



170 



175 



210 



215 



220 
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Thr Leu Leu Cys Arg Leu His Ala Met Arg Leu Asp Ser His Ala Lys 
225 230 235 240 

Ala Leu Glu Arg Ala Lys Lys Arg Val Thr Phe Leu Val Val Ala He 

245 250 255 

Leu Ala Val Cys Leu Leu Cys Trp Thr Pro Tyr His Leu Ser Thr Val 

260 265 270 

Val Ala Leu Thr Thr Asp Leu Pro Gin Thr Pro Leu Val He Ala He 

275 280 285 

Ser Tyr Phe He Thr Ser Leu Ser Tyr Ala Asn Ser Cys Leu Asn Pro 

290 295 300 

Phe Leu Tyr Ala Phe Leu Asp Ala Ser Phe Arg Arg Asn Leu Arg Gin 
305 310 315 320 

Leu He Thr Cys Arg Ala Ala Ala 

325 

<210> 80 
<211> 984 
<212> DNA 
<213> Human 

<400> 80 



atggacaacg cctcgttctc 


ggagccctgg 


cccgccaacg 


catcgggccc 


ggacccggcg 


60 


ctgagctgct ccaacgcgtc 


gactctggcg 

* 


ccgctgccgg 


cgccgctggc 


ggtggctgta 


120 


ccagttgtct acgcggtgat 


ctgcgccgtg 


ggtctggcgg 


gcaactccgc 


cgtgctgtac 


180 


gtgttgctgc gggcgccccg 


catgaagacc 


gtcaccaacc 


tgttcatcct 


caacctggcc 


240 


atcgccgacg agctcttcac 


gctggtgctg 


cccatcaaca 


tcgccgactt 


cctgctgcgg 


300 


cagtggccct tcggggagct 


catgtgcaag 


ctcatcgtgg 


ctatcgacca 


gtacaacacc 


360 


ttctccagcc tctacttcct 


caccgtcatg 


agcgccgacc 


gctacctggt 


ggtgttggcc 


420 


actgcggagt cgcgccgggt 


ggccggccgc 


acctacagcg 


ccgcgcgcgc 


ggtgagcctg 


480 
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gccgtgtggg ggatcgtcac actcgtcgtg 
gacgagcagg gccggcgcca gtgcgtgcta 
cgcgcgagcc gcctctacac gctcgtgctg 
gtcctctata ccaccctgct gtgccggctg 
gccctggagc gcgccaagaa gcgggtgacc 
ctcctctgct ggacgcccta ccacctgagc 
cagacgccgc tggtcatcgc tatctcctac 
tgcctcaacc ccttcctcta cgccttcctg 
ctgataactt gccgcgcggc agcc 
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ctgcccttcg cagtcttcgc ccggctagac 540 
gtctttccgc agcccgaggc cttctggtgg 600 
ggcttcgcca tccccgtgtc caccatctgt 660 
catgccatgc ggctggacag ccacgccaag 720 
ttcctggtgg tggcaatcct ggcggtgtgc 780 
accgtggtgg cgctcaccac cgacctcccg 840 
ttcatcacca gcctgagcta cgccaacagc 900 
gacgccagct tccgcaggaa cctccgccag 960 

984 
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